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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
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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 might be in red for the NDA) :

: 1 Isthe Manufactured by/Distributor statement incorrect or falsely inconsistent between T X
" labels and Iabelmg’? Is "Jointly Manufactured by...", statement needed? ;
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED’? . X _
-Has the firm failed to adequately support compatibility or stability claims which appearin - |-~ - X

the insert labeling? ‘Note: Chemist should confirm the data has been adequately
‘| supported. :

“Scoring: Descnbe scoring conﬁguratlon of RLD and applicant (page #) inthe FTR

- " Is the scoring configuration different than the RLD? -

~Has the firm failed to describe the scoring in the HOW SUPPLIED section?
Inactive Ingredients: (FTR: List page # in application where inactives are listed)

| Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

| Do any of the inactives differ in concentration for this route of administration? X




Any adverse effects anticipated vfrom inactives (i.e., benzyl alcohol in neonates)’7

| !s there a discrepancy in mactlves between DESCRIPTION and the composrtron

¥ statement’?

"] Has'the term "other ingredients” been used to protect atrade secret’? tf 50, is clalm
| supported? .

Failure to list the colormg agents if the composmon statement hsts e. g Opacode
| Opaspray? -

1 Failure to list gelatm colormg agents ant|m|crob|als for capsules in DESCRIPTION? -

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be llsted)

USP IssueS' (FTR: List. USP/NDA/ANDA drspensmg/storage recommendatlons)

Do container recommendations fail to ‘meet or exceed USP/NDA recommendatlons'P If 50,
are the recommendatrons supported and isthe dlfference acceptable” oo

Does USP have labeling reco'rnmendations? If any, does ANDA meet them?.

Is the product light sensitive? If so, is NDA andfor ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
information should be used. However, only include solvents appeanng in innovator
labeling. »

: Bloequwalence lssues (Compare bioequivalency values: msert to study. ListCmax, |
Tmax, T 1/2 and date study acceptable) .

Insert labeling references a food effect or a no- effect? lf S0, was a food study done”

‘Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

“Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List explratlon date for all
patents, exclisivities, etc or if none; please state.




FOR THE RECORD: (Part of this section came from the prevrous rewew)

, 1 MODEL LABELING
" This review was based on the labeling for Wellbutrin® XL (GlaxoSmlthKllne Approved 7-3- 06 and 6-12- 06)

NDA 21-51 5/S-014 and S-018

. Per memo from Kim Dettelbach

. - R ARG . H

e S-014 provides for a larger and more promrnent 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 genencs (rewsron of
‘pregnancy category from a Category B to a Category C). .

2. Buproplon extended release tablets for Wellbutrln XL will contain “(XLY" and “Once Dally on the labelmg
to distinguish from the Wellbutnn SR generic products. Watson was instructed to use the Tall Man lettenng

for the.established name as recommended in.the Name leferentlatlon Project.

Per Lillie: Golson s email dated 9/1 1/06 the 1abeling shouid state Wellbutrin SR and Wellbutnn 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 correspondrng manufacturer of _
~_Zyban, Wellbutrin and Wellbutrin SR. '

3. USP. lS'SUE Thereis a Bupropron’ Hydrochloride Extended-Release Tablets monograph in U'SP 29.
‘However, according to the bio review (V:\firmsam\impax\trs&rev\77415D1104. doc) the monograph is* not
for Wellbutrin® XL:
"There are three types of Buproplon Hydrochlor/de Extended- Release Tablets made by SR :
“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 applrcatlon '
" refers o Wellbutrin® XL as the RLD. - The USP listed a dissolution method for Buprop/on :
Hydrochloride Extended Release Tablets for Wellbutrin®. SR and Z yban®, but not for Wellbutr/n®
XL
T ‘For this ANDA, D. Patel noted (V: \flrmsam\watson\ltrs&rev\???1 500505 doc) that the firm :
o ,conducted dissolution testing using the NDA 21-515 method 1 emailed D. Patel on 4/25/06 to see if Watson

o - needs to add “Drug Release Test and Dissolution Test pendlng” to their labeling. D. Patel rephed on 4/27/06‘ . :

L "'An:n, ’

=+ Since there is no USP dlssolutron method for bupropion extended release’ tablet (Wellbutnn XL) Watson

‘conducted dissolution testlng using the'RLD method. Dissolution method for this product may not’ be.’

T hanks

Dev
“From: = Vu, Thuyanh (Ann)
: ‘Sent: < Tuesday, April 25, 2006 11:50 AM
CTeR Patel, Devvrat - -

- Subject: Questlon about USP and ANDA 77 715 '
Dewrat ‘

- Could you advrse me-on the Iabellng for ANDA 77- 71 5 (Watson S buproplon Xt 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."?

| be)

‘submltted to be placed i in the USP Therefore | would think it may not be necessary to.include the statementf‘ e 7



Thanks
Ann

' Latest email about USP issue from L|ll|e Golson and Nhan Tran dated 9/1106
i ’ Thanks much Tran So for the XL appllcatlons we will include “USP“ w:th the establlshed narne once we 7

determine which test their formulatlon meets. For the ones for which a determlnatlon has not been made we )
.wnll have the ﬁrms include the "pending..." statement

“From:' : Tran, Nhan L

. Sent: Thursday, August 31, 2006 4:24 PM
-~ To: -~ Golson, Lillie D i
Cc: 'Seo, Paul

Subject: - RE: Wellbutrin XL

Lillie:

- 'Asaresult of our work (Larry Ouderklrk and l) wnth the USP at the present time, there are three (3) drug . L
release tests in the USP for bupropion 'HC! ER tablets, - with Test 1 correspondlng to GlaxoSmithKline, v
Test 2 for Eon (ANDA 75-932) and Test 3 for. lmpax (ANDA 75-913)

" In the USP, there isno dlstlnctlon 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 provnded 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 specnﬁcatlons the company can
label for example, it meets the USP test#1 or2or 3.

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

In majority of cases, the test formulatlon will not be able to meet the USP test but this i is not unusual,
‘because for an extended: release (ER) formulation, the drug release charactenstlcs of each formulatlon
‘are drfferent and consequently the drug: release test will be dlfferent .

o l hope I have answered your questlons If you need further clanﬂcatlons please let me know

: Thanks,

I asked Watson to delete “USP” from the|r labelmg and labels Fwill ask Watson to add “USP drug ,
‘release test is pendlng” in thelr Descnptton sectlon smce Watson could not- currently meet UsSP spemf catlons
for test 1. , .

4. PATENTS/EXCLUSIVITIES
Patent Data — NDA 21-515 : svanl ’ S
| Patent Number » Patent Expiraion | How Filed  Labeling impact

| G0s6341 | October30,2018 ~ | N | None
6143327 | Oclober 3, W8 | N[ WNone

ExclusxvntyData—NDAZt -515 , . T LT
Code IR Reference VU Sl |- Expiration  |Labeling Impact

-1-497 | Prevention of seasonal major depressive episodes i in patlents with seasonal June 12,2008 . - 'None
: affective disorder. ~ - - oo 0 learve Out- AF
- | |dated 8/11/06




5 MANUFACTURING FACILITY OF FINISHED DOSAGE FORM o
Watson Laboratories, Inc.
1033 Stoneleigh Avenue S
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. -~

“Microcystalline Cellulose and colloidal
© silicon dioXide" s

-Stearic Acid/f S——

-

| Triethyi Citrate, ~ ——

Methacrylic Acid Copolymer -—'"' ,

s

o i

= Black ink/Printing Ink__

7. CONTAINER/CLOSURE - R , ‘ |
- 30's: s botfle e [Vol 1.3, pg. 757]
1000's: o ‘bottle  commamemnn ~ Voi32,pg 670]

- L8 .PACKAGING CONFIGURATIONS

"URLD: 150 mg: Bottles of 30s and 90s 300 fng: Bottles of 30s
v 'ANDA 150 mg: Bottles of 305 S 300 mg Bottles of 30s and 10003

9. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON
" RLD: Store at 25°C (77° F) excurSIons permltted 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 o
- 'NDA = Dispense in tight containers as deflned in the USP
ANDA ~Dispense in a tlght llght-re31stant contamer as deflned in the USP

USP- Packaging and storage- Preserve in well closed contalners

- Hydroxypropyl Cellulose | o S | _h(4)

bid)

11. TABLET IMPRINT (Vol 1.3, pg. 1110 for the 150 mg strength Vol 3 2 pg 798 for the 300 mg strength) j |

RLD: unscored
ANDA: The tablet descrlptlons are satlsfactory as seen in the HOW SUPPLIED sectlon

e 150 mg: White to off-white, round, blconvex fllm coated tablets w1th “WPI” over “3331” on one srde' i

and plain on the othér side.

‘e~ 300 mg: White to off-white, round blconvex flIm coated tablets wuth ‘WPI” over “3332" on one Slde"-— %

-and plain on the other srde

12 BIOAVAILABILITY/BIOEQUIVALENCE As of 8/22/06 the: DIVISIOH of Bloequwalence found that the x
firm’s dissolution is inadequate and that the in wvo BE studles are pendmg Accordlng to the labehng,
food did not affect the AUC:or Ciax. . } : :

Labeled Sponsor Bio Study
v Fastmg Fed
Crax Not listed in RLD | 68:93 mcg/mlL 77.81 mcg/mL -




' T - |:labeling A
Tinax . - 5hours “ | 4.79 hours . 116.48 hours *
Tip - o ) 21 hours ’ 18 22 hours SR ‘_ 20 14 hours

_ 13. MED GUIDE/PATIENT INFORMATION LEAFLET Watson stated in AF dated 8/1 1/06 that for each
- 1,000 count bottle, Watson will ship a tear-off pad of 50 Med Guides/Patient Information Leaflets per
- fear-off pad. Watson 'S 30 count contamers have one Med GundelPatlent Informatlon Leaﬂet affixed to
the contalner . RN

‘Date of Rewew 8/22/06 8 | R ' ate of Submuss:on 8/11/06 e
Date ‘t‘ \‘7 qs

~ Team Leader: LiIlie_»Golso@{j M -D?t'e: %// 3/0 4, :

CcGc:

anary Revnewer “Thuyanh Vu (fo M

ANDA: 77-715 .
DUP/DIVISION FILE
 HFD-613/AVu for MDnIIahunt/LGolson {no cc) t
Vi \F!RMSNZ\WATSON\LTRS&REV\7771 5.na2.L.doc
Rewew



‘ REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH ‘

ANDA Number- ___ 77-715

= - Date of Submissions: 5/19/05 (onglnal submlssron) 7/28/05 (addition of 300 mg strength)
~Applicant's Name: = Watson Laboratories,.Inc. -

‘Established Name: - Bupropion Hydrochloride Extended- release Tablets USP (XL)
R £+ 0 mg and 300 mg (Once Dally)

Labeling pefieiencies-

1. CONTAINER (bottles of 30s for the 150 mg strength, bottles of 303 and 1000s for the 300 mg strength)

a. -In order to ensure that safety. lnformatlon is provided with all antldepressant products, we encourage
you to-distribute the products only in unit-of-use packages with each package having a MedGuide
affixed to the container. The unit-of-use packages should be designed for direct dispensing to the
patient, with child-resistant closures, and with package sizes based on monthly usage (30’s; 60’s, 90’s,

. etc.)up to a three months supply, However, if you choose to market your product in bulk packages,
please describe how many medication guides and patient information leaflets will be:provided and how
.you plan to ensure that the medrcatron guides and patient information- leaflets arrive at the pharmacy
- with. your product. : v . .

b Principal drsplay panel- revise the ‘established name to read: “BuPROPron Hydrochlonde Extended-
Release Tablets USP (XL)" [add."(XL)". : : , 4

" ~c. Add the followrng statement to the container label, preferably onthe prrncrpal dlsplay panel if space
permrts “ATTENTION Drspense with Medication Gurde” : . :

i d. Dosage._.add “Take. one tablet daily or as*drrected by physrcran.”
e ‘.YRe\rise' 'v“Ea'Chb Ta'blet'COntains"’ to “Each Extended-Release T‘a'bl‘et contaihS'i’» . :
f ‘Add “Zyban is aregistered trademark of Glaxo SmrthKllne " to the srde panel of the contarner Iabel

: : g 'Please ensure your labels. comply wrth the bar code requrrements pnor to full approval

: h .Please ensure that your contalner labels WI" pnnt in‘color in both PDF and Word frles Currently, only ‘ TR B
- the Word files print in color. You are remmded that your labels submrtted in electronlc formal must be (T
s actual srze color and clanty ' e , - : .

B T,ZTINSERT

a. Update your Iabellng based on the attached approved Iabelrng for the reference Irsted drug, Wellbutrm’f:: e
XL, approved February 28, 2006. Your package insert should be submltted in portable document S
formal (PDF) : e , . R e CoE

b. PRECAUTIONS . i
PREGNANCY: TERATOGENIC EFFECTS, delete all references to

3 MEDICATION GUIDE

a, HOW TOTRYTO PREVENT SUICIDAL THOUGHTS AND ACTIONS
i. Third paragraph, fifth bullet, change (see other side) to (see Section 3).
ii. Fourth paragraph, delete the extra space between the “s” and “i”

i"in “visits”.




b THERE ARE BENEFITS AND RISKS WHEN USING ANTIDEPRESSANTS: Replace the symbol ™o
with © for Prozac Zoloft and Anafranll E

c. IS THIS ALL FNEED TO KNOW.IF MY CHILD IS BEING PRESCRIBED AN ANTIDEPRESSANT?
- Add a new paragraph to this section to acknowledge the registered trademarks as follows: Prozac is
. aregistered trademark of Eli Lllly and Company, Zoloft® isa registered trademark of Pfizer
Pharmaceutrcals and Anafranll is a registered trademark of/Mallmckrodt Inc. '

“Please revise your label and Iabellng as described above and submlt electronically. The |mmed|ate contamer :
" labels and carton labeling may be subritted either electronically or in hard copy.

" The electronic labellng rule published December 11,.2003, (68 FR 69009) requires ‘submission of labellng
content in electronic format. For additional information, please refer to 21 CFR 314.94(d)(ii), SPL
Implementation Guide for FDA Content of Labeling Submissions at

http:/fwww fda.gov/cder/regulatory/ersr/SPL2alG_v20051006 _r1 Qdf and Docket 92S-0251, Memorandum

32,

Although Docket 92S-0251, Memorandum 32 states that as of October 31, 2005, Structured Product

L Labeling (SPL) in XML format is the only acceptable format for the submission of the content of labellng 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 ~ _
- vhttp //dailymed.nim.nih.gov/dailymed/about. ¢fm. Should you decide to take the option of waiting until the SPL
for the RLD is posted on the website, you will be responsible for submitting your content of labeling in SPL
- 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: assrst in our. revrew we request that labelmg also be submltted in MS Word format.
* Prior fo approval it may be necessary to revise your labeling subsequent to approved changes for the -
“referénce listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily-or
' weekiy updates of new documents posted on the CDER web site at the followmg address -

http //www accessdata fda qov/scr pts/cder/drugsatfda/mdex cfm

To facilitate rev;ew of your next submrssnon -and in accordance with 21 CFR 314. 94(a)(8)(|v) ‘please prowde o
a side-by-side comparison of your proposed Iabehng with your last submission wrth all dlfferences annotated

~and explalned

Wm. Petr Rlckmar‘( Y

Director t
Division-of Labeling and Program Support
Office of Generic Drugs

'Center for Drug Evaluation and Research

" Attachment: RLD i}ns'ert labeling




FOR THE RECORD:

1. MODEL LABELING
This review was based on the labeling for Wellbutrin® XL (GIaxoSmIthKIlne Approved 2-28- 06)
NDA 21-515/S-012 with the following change: ‘ S v , EE
e Per memo from Kim Dettelbach S : : s :
e e B @

me_,

NDA 21-515/S-012 not posted on “Drugs at FDA” webS|te | received the RLD s PM (Renmeet Gu;raI)
“okay” via emall dated 4/21/06 to dlssemrnate the RLD s FPL dated 12/2/05

2. Buproplon extended release tablets for WeIIbutrm XL will contain (XL)” and “Once Darly on the labeling to-
- -distinguish from the Wellbutrin SR generic products. Watson was instructed to use the Tall- Man lettering for
the establlshed name as recommended in the Name’ Drfferentratron Project.

]3 USP ISSUE: There is a Bupropion HydrochIorlde Extended- Release Tablets monograph in USP.29.
--.."However, according to the bio revrew (v: \frrmsam\Impax\Itrs&rev\7741 501 104 doc) the monograph is not ‘
for Wellbutrin® XL: . i
. "There are three types of Buproplon Hydrochlorlde Extended—ReIease Tablets made by '
GlaxoSmithKline listed as RLD: Wellbutrin® SR, Wellbutrin® XL and Zyban®. Wellbutrin® SR and
- Zyban® have same formulatlon 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 Wellbutr/n®
. XL.
_ For this ANDA, D. Patel noted (V \flrmsam\watson\Itrs&rev\7771 5D0505 doc) that the flrm 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 rephed on 4/27/06. He
" stated that the NDA dissolution testing method may not be submitted to be pIaced in the USP. Hence itis
‘not neccessary to include the statement “Drug Release Test and Drssolutlon Test pendlng

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

| PatentNumber =~ Patent Exprratron “How Filed ’ fLabeIing Impact |

16,096,341 .October 30, 2018 R ~ None--
6143327 | October 30, 2018 NV | None
Exclusivity Data— NDA'21—515~ ’ L S el ‘
_-Code - S Reference o ' o Expiration Labellng Impact' i
“None There is no unexprred exclusivity for this product in the Orange Book ' NI None '
: o ; Database g |

= 5, '-MANUFACTURING FACILITY OF FINISHED DOSAGE FORM

Watson. Laboratories, Inc.
1033 Stoneleigh Avenue = -~
- Carmel, NY 10512 [Vol 1 2 pg 356]

INACTIVE INGREDIENTS

‘_ The description of theinactive lngredients ,'

* in the insert labeling appears accurate -
accordlng to the composntron statement .
" [Vol. A31 pp. 56 & 57]
, Compon_entl

. Function =~~~ _fy ‘ S S o : h(4)
Bupropion:Hydrochloride/AP] ' : ' o . RO

Hydroxypropyl Cellulosei =

Microcystalline Cellulose:and colloidal |
silicon dioxide’ —T

Stearic Acid e



"] Triethyl Citratei

A

* Methacrylic Acid Copolymer

SRR,

RPN TE D

7_ANDA‘

7 m Black Ink/Prmtlng Ink

: CONTAINER/CLOSURE o
30's; bottle
1000’s: R o

PACKAGING CONFIGURATIO‘NS
RLD:
150 mg: Bottles of 303

bottle

150 mg: Bottles of 30s.and 90s

300 mg: Bottles of 30s

300 mg: Bottles of 30s and 1000s i

'STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON o
RLD: Store at 25°C (77°F); excursnons permltted 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, Ilght-reSIStant contalner as deflned in the USP

RLD: unscored

o

 [Vol 1.3, pg. 757]

[Vol32.pg 670].

11.TABLET IMPRINT (Vol 1.3, P 1110 for the 150 mg strength Vol 3:2; pg 798 for the 300 mg strength)

ANDA: The tablet descriptions are: satlsfactory as seen in the HOW SUPPLIED section.

' 9' 150 mg: White to off-white, round, blconvex film coated tablets ‘with “WPI” over “3331” on one side |

and plain on the other side.

e 300 .mg: White to-off-white, round, btconvex fllm coated tablets WIth “WPI” over “3332” on’one Slde

and plaln on the other snde

food did not affect the AUC or Cmax

) 12. BIOAVAILABILITY/BIOEQUIVALENCE As of 4/21/06 the DIVISIon of Bloequwalence found' that the.
- firm’s dissolution is inadequate and that the in'.vivo BE studles are pendlng Accordlng to the labellng,

o Labeled Sponsor BIO Study
v : o Fastlng e o Fed
| Criax ; Not hsted in RLD 68 93 mcg/mL Cooo| 7781 mcg/mL
G _Aabeling . - L
- Tmiax A1 bhours 1 4. 79 hours 6 48 hours .
Tar2 | 21 hours.. ~ 418.22 hours

-20.14 hours

Date of Revnew 4/25/06

'anary Revnewer Thuyanh \%mmahunt) Date f ( 06

Date of Submlssmns 5/1 9/05 and 7/28/05

‘ Team Leader L|ll|e Golson Date: ’
. , (,llkgﬂ),, P Z@bls,,N R /(»_('oé
o . , T

ANDA: 77-715
DUP/DIVISION FILE

HFD-613/AVu for MDillahunt/LGolson (no cc)
VADIVISION\LABEL\ANN Vul\My Revnews\Buproplon XL (Wellbutnn XL)\7771 5. na1 L. doc

Revrew

Y
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 77-715
2. REVIEW #: 2

3. REVIEW DATE: March 17, 2006; April 7, 2006; January 22, 2007, January
29, 2007

4. REVIEWER: Barbara O. Scott

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date

Original Application - May 19, 2005

Amendment Dec. 6, 2006

Major Amendment (addition of 300 mg) July 27, 2005 (magenta type)

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Telephone Amendment March 28, 2006 (Blue Type)
Response to information request January 19, 2007 (Green Type)
Telephone Amendment January 26, 2007 (Orange Type)

7. NAME & ADDRESS OF APPLICANT:

Watson Laboratories Inc.
311 Bonnie Circle
Corona, CA 92880

Attn: Christina M. Woods
Phone: 951.493.5452
FAX: 951.493.4581

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
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Chemistry Review Data Sheet

b) Non-Proprietary Name (USAN):
Buproprion Hydrochloride USP
9. LEGAL BASIS FOR SUBMISSION:

The basis for Watson Laboratories Inc.’s proposed ANDA for Bupropion Hydrochloride
USP 150 mg and 300 mg is the approved reference listed drug, Wellbutrin XL® the
subject of ANDA 21-515 held by SmithKine Beecham containing 150 mg and 300 mg
Bupropion Hydrochloride.

Watson certifies that to the best of their knowledge, the following patents (unexpired) for
this product in the Orange Book Database are invalid, unenforceable, or will not be
infringed upon by the manufacture, use or sale of Bupropion Hydrochloride Extended
Release Tablets (150 mg and 300 mg) for which this application is submitted: 6,096,341
and 6,143,327. '

There is no unexpired exclusivity for this product.

10. PHARMACOL. CATEGORY:

Indicated for the treatment of major depressive disorder.

11. DOSAGE FORM:
Extended Release Tablet

12. STRENGTH/POTENCY:
150 mg and 300 mg (TDI =450 mg/day)

13. ROUTE OF ADMINISTRATION:
Oral

14. Rx/OTC DISPENSED: _X_ Rx OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X __Not a SPOTS product
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Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

IUPAC Name: ( £) -1-(3-chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone
hydrochloride

CAS Number: [31677-93-7]

Molecular Formula: C;3H;sCINO HCI

Molecular Weight: 276.21 g/mole (salt)

Structural Formula:

o
H ¢y
™~ N ?
~ CHz ..
= CHy Gy

Cl

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
DZAF TYPE | HOLDER REFS;%%CED CODE' | STATUS? | REVIEW COM]Q/IENT
» COMPLETED
T Bupropion 1 adequate | 9 July 2005 A. Hahm
Hydrochloride

T "*‘\ 4 N/A

4 N/A
4 N/A
4 N/A
4 N/A
4 N/A
4 N/A
4 N/A

LL:: . J 4 N/A

Page 6 of 38
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Chemistry Review Data Sheet

4 N/A b(4)

| l |

" Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:

2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

DMF Letters of Authorization and Technical data are provided on pp. 63-100, vol. 1.1

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
None
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology N/A
EES Acceptable 8/5/2005
Methods Validation N/A as per OGD policy
Labeling Acceptable 11/2/2006 | P.Birch
Bioequivalence Acceptable 12/6/2006
EA Acceptable
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. X Yes No  Ifno, explain reason(s) below:
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Executive Summary Section

The Chemistry Review for ANDA 77-715

The Executive Summary

I.

II.

Recommendations
A. Recommendation and Conclusion on Approvability
This application is approvable.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable
N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

The drug substance and the drug product are compendial items.

The proposed drug product is Bupropion Hydrochloride Extended Release Tablets, USP

150 mg and 300 mg. The active ingredient is Bupropion Hydrochloride USP. The

inactive ingredients are: Hydroxypropyl Cellulose, NF, Microcrystalline Cellulose, NF,

Colloidal Silicon Dioxide, NF, Stearic Acid, NF, = Hydrochloric Acid, NF, t ==

- Methacrylic Acid Copolymer, NF, Triethyl Citrate, NF, bm)

-

Black Inl-< T e

In a major amendment dated July 27, 2005 the firm submitted a request to add a 300 mg
strength to the application.

B. Description of How the Drug Product is Intended to be Used

Bupropion Hydrochloride Extended Release Tablets, USP 150 mg and 300 mg are
intended for use in the treatment of major depressive disorder.

C. Basis for Approvability or Not-Approval Recommendation

This application is approvable.
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 77-715

2. REVIEW #: 1

3. REVIEW DATE: October 27, 2005
4. REVIEWER: Barbara O. Scott

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date

none

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original Application May 19, 2005

7. NAME & ADDRESS OF APPLICANT:

Watson Laboratories Inc.
311 Bonnie Circle
Corona, CA 92880

Attn: Christina M. Woods
Phone: 951.493.5452
FAX: 951.493.4581

8. DRUG PRODUCT NAME/CODE/TYPE:
a) Proprietary Name: N/A

b) Non-Proprietary Name (USAN):
Buproprion Hydrochloride USP
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9. LEGAL BASIS FOR SUBMISSION:

10.

11.

12.

13.

14.

15.

The basis for Watson Laboratories Inc.’s proposed ANDA for Bupropion Hydrochloride
USP 150 mg is the approved reference listed drug, Wellbutrin XL® the subject of ANDA
21-515 held by SmithKine Beecham containing 150 mg Bupropion Hydrochloride.

Watson certifies that to the best of their knowledge, the following patents (unexpired) for
this product in the Orange Book Database are invalid, unenforceable, or will not be
infringed upon by the manufacture, use or sale of Bupropion Hydrochloride Extended
Release Tablets (150 mg) for which this application is submitted: 6,096,341 and
6,143,327.

There is no unexpired exclusivity for this product.

PHARMACOL. CATEGORY:

Indicated for the treatment of major depressive disorder.

DOSAGE FORM:
Extended Release Tablet

STRENGTH/POTENCY:
150 mg (450 mgTDI = mg/day)

ROUTE OF ADMINISTRATION:
Oral

Rx/OTC DISPENSED: X Rx OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Nota SPOTS product
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16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

IUPAC Name: ( %) -1-(3-chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone
hydrochloride

CAS Number: [31677-93-7]

Molecular Formula: C;3H;3CINO HCI

Molecular Weight: 276.21 g/mole (salt)

Structural Formula:

H  CH;

N
CHz . HCl

CH; CHj

Cl
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Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
DI;’IF TYPE | HOLDER REF&%%CED CODE' | STATUS? | REVIEW COMg"ENT
COMPLETED
————E Bupropion 1 adequate | 9 July 2005 A. Hahm
o _Hydrochloride
(” 4 N/A
4 N/A
4 N/A
4 | NA
b(4)
4 N/A
4 N/A
2 N/A
4 N/A
4 N/A
4 N/A

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:

2 —-Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

DMF Letters of Authorization and Technical data are provided on pp. 63-100, vol. 1.1

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION

None
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Chemistry Review Data Sheet

18. STATUS:

CONSULTS/ CMC
RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS

Microbiology N/A

EES Acceptable 8/5/2005

Methods Validation N/A as per OGD policy

Labeling pending D. Catterson

Bioequivalence Dissolution-incomplete

EA Acceptable

Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. X Yes - - No  Ifno, explain reason(s) below:
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Executive Summary Section

The Chemistry Review for ANDA 77-715

The Executive Summary
I. Recommendations
A. Recommendation and Conclusion on Approvability

IL.

This application is not approvable.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable
N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

The drug substance and the drug product are compendial items.

The proposed drug product is Bupropion Hydrochloride Extended Release Tablets, USP

150 mg. The active ingredient is Bupropion Hydrochloride USP. The inactive

ingredients are: Hydroxypropyl Cellulose, NF, Microcrystalline Cellulose, NF, C01101da1

Silicon Dioxide, NF, Stearic Acid, NF, s Hydrochloric Acid, NF, =~ *

Methacrylic Acid Copolymer, NF, Triethyl Citrate, NF, - roes » MA)
‘ : - -Black

Ink,

B. Description of How the Drug Product is Intended to be Used

Bupropion Hydrochloride Extended Release Tablets, USP 150 mg is intended for use in
the treatment of major depressive disorder.

C. Basis for Approvability or Not-Approval Recommendation

This application is not approvable as per the deficiencies cited within this review.

III. Administrative
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Executive Summary Section

A. Reviewer’s Signature
Barbara O. Scott

B. Endorsement Block

HFD-640/Barbara O. Scott/10/27/05 8 &) Nav 25

HFD-640/N. Ya/10/27/05 -

/ y/rs
HFD-640/T. Hinchliffe/10/27/05
1/ 3/45

C. CC Block

ANDA 77-715
ANDA DUP
DIV FILE
Field Copy
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Chemistry Assessment Section

cc: ANDA 77-715
DIV FILE
Field Copy

Endorsements

HFD-640/B. Scott/10/27/05 Mao# 6} Mev 35

HFD-640/N. Ya/10/27/05 il/2]e5

HFD-640/T. Hinchliffe/10/27/05 N /3 / jj’

F/T by:rad10/28/05
VAFIRMSNZ\Watson\L TRS&REV\77715¢cr1.DOC

TYPE OF LETTER: NOT APPROVABLE - MINOR
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DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No.

Drug Product Name
Strength

Applicant Name
Contact

Phone

Fax

Submission Date(s)
Amendment Date(s)
Reviewer

First Generic

77-715

Bupropion Hydrochloride Extended-Release Tablets
150 mg and 300 mg

Watson Laboratories, Inc.

Christine Woods

951-493-5452

951-493-4581

05-19-05

07-27-05, 10-12-05, 03-28-05, 09-15-06
Ethan M. Stier, Ph.D., R.Ph.

No

Addendum to a Review

I. Executive Summary

This is an addendum to the review of ANDA #77-715, submission data of 09-15-06 (DFS
NO077715 N 000 AB 15-Sep-2006). This addendum supersedes recommendation #4 of this
review. DBE determined that Watson’s Bupropion Hydrochloride Extended Release 300 mg
tablet is bioequivalent to the GlaxoSmithKline’s Wellbutrin XL® 300 mg tablet (RLD) under
320.24(b)(6). The fasting and non-fasting bioequivalence studies were conducted on the 150 mg
strength tablet due to safety concerns (Control# 02-712 filed in V drive as
V:i\firmsam\Apotex\controls\02-712C1202 and 02-712md.doc).
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DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 77-715

Drug Product Name  Bupropion XL Tablets
Strength 150 mg and 300 mg
Applicant Name Watson Laboratories, Inc.
Contact : Christine Woods

Phone 951-493-5452

Fax 951-493-4581

Submission Date(s) 05-19-05

Amendment Date(s)  07-27-05, 10-12-05, 03-28-05, 09-15-06 (reviewed below)
Reviewer Ethan M. Stier, Ph.D., R.Ph.

First Generic No

I. Executive Summary:

Watson has previously submitted acceptable single-dose fasting and non-fasting bioequivalence
studies comparing its test product, Bupropion Extended Release Tablets, 150 mg to the RLD
product, Wellbutrin® XL tablets, 150 mg, from SKB in the original application, dated 05/19/05
(V:Afirmsnz\watson\ltrs&rev\77715N0505.doc).

Due to concerns that this extended-release product could potentially dump its dose in vivo in

. patients who consume excessive amounts of alcohol, the Agency recently requested that the firm
conduct additional dissolution testing using the FDA recommended dissolution medium of 0.1 N
HCI1 with varying concentrations of ethanol (5% v/v, 20% v/v, and 40% v/v). Additionally, the
firm was requested to accept the FDA recommended method and specification.

In the current amendment, 1) the firm submitted the requested in vitro alcohol dose dumping
testing data and 2) and the firm acknowledged the FDA recommended method and specification.
The Division of Bioequivalence (DBE) finds acceptable the results of Watson’s in vitro dose
dumping alcohol study.

The formulation of the 300 mg tablet of the test product is proportional to that of the 150 mg
tablet, which underwent in vivo bioequivalence (BE) testing. A waiver of in vivo BE testing for
the 300 mg strength tablet is granted. The application is complete.
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H1. Background and References:

Related Reviews/Memos for Watson’s Bupropion HCl XL Tablets:

1) Review of the original submission of the study
V:firmsnz\watson\ltrs&rev\77715N0505.doc.

2) Deputy Division Director Memo reviewing of Watson’s submitted in vitro alcohol dose-
dumping testing located on DFS as a memo to ANDA 77-715

Related Reviews/Memos for Impax’s Bupropion HC1 XL Tablets:

1) Review of the original submission of the study
VAFIRMSAMMIMPAX\LTRS&REV\77415N1104.doc

2) Review of Impax’s submitted in vitro alcohol dose-dumping testing and review of clinical
consult are located on DFS as a bioequivalence review of 08-04-06 and 08-08-06 submissions
for ANDA 77415
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IV. Current Submission:

DEFICIENCY COMMENT #1

1. Based on the submitted dissolution results, your proposed dissolution specifications
are not acceptable. Please acknowledge the acceptance of the following dissolution
method and specifications for your test product:

The dissolution testing should be conducted in 900 mL of 0.1 N HCl at 37 °C using

USP Apparatus I (basket) at 75 rpm. The test products should meet the following
specifications:

2 hours: NMT ——

4 hours: . — ———" b(A)
8 hours: e

12 hours: NLT =

FIRM’S RESPONSE: The firm accepted the FDA recommended dissolution method and
specification.

REVIEWER’S COMMENT: The firm’s response is acceptable.

DEFICIENCY COMMENT #2

Due to concern of dose dumping for the drug product, the Agency currently
requests that additional dissolution testing be conducted using various
concentrations of ethanol in the dissolution medium, as follows:

Testing Conditions: 900 mL, 0.1 N HCI, apparatus 1 (basket) @ 75 rpm, with and without the
alcohol (see below):

Test 1: 12 units tested according to the proposed method (with 0.1 N
HCI), with data collected every 15 minutes for a total of 2 hours.

Test 2: 12 units analyzed by substituting 5% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 3: 12 units analyzed by substituting 20% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 4: 12 units analyzed by substituting 40% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.
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Both test and RLD products must be tested accordingly and data must be
provided on individual unit, means, range and %CV on both strengths.

FIRM’S RESPONSE: The firm provided the dissolution testing data.

REVIEWER’S COMMENT: The data show that bupropion dissolution from Watson’s product
at 2 hrs in 5 and 20% ethanol was greater than in 0.1 N HCI without ethanol, and greater than
from the RLD product. The differences between test and RLD product in 5% and 20% ethanol
ranges from 6-12% for the 150 mg strength and from 14-17% for the 300 mg strength. However,
in 40% ethanol, the test product and RLD product showed comparable dissolution at 2 hrs for
both strengths.

The DBE concludes that the in vitro performance of Watson’s product under the conditions of
this test is acceptable based on comparing the alcohol dose-dumping testing results of Watson’s
test product to that of Impax’s Bupropion HCl ER Tablet reviewed under ANDA 77-415. The
DBE previously found acceptable the in vitro alcohol dose-dumping test results for Impax’s
product. The following is a summary of the findings:

1) Bupropion dissolution from Watson’s product at 2 hrs in 5 and 20% ethanol was not more
than dissolution from Impax’s product. The average dissolution for Watson’s product at 2 hrs
in 5% and 20% ranges from 9-30%, whereas the dissolution for Impax’s product ranges from
30-35%.

2) The DBE previously found Impax’s in vitro alcohol dose-dumping study results acceptable
based on the fact that there are no differences in drug dissolution with and without ethanol.

3) Impax’s formulation released 39% of the drug at 2 hours without ethanol for the 150 mg
strength. The release rate was much faster than the corresponding RLD product (1% at 2 hrs
without ethanol). The difference between Impax’s product and the RLD product were much
larger than that between Watson’s product and the RLD product in 5 and 20% ethanol. The
bioequivalence was demonstrated between Impax’s product and the RLD product. Consistent
with the in vitro results, an earlier Tmax than the RLD was observed in the in vivo study.
However, OGD’s clinical team has concluded that any differences in Tmax between Impax’s
Bupropion ER Tablets and Wellbutrin XL® do not impact the therapeutic equivalence of
Impax’s product. Thus, the faster release of Impax’s product relative to the RLD in vitro and
in vivo studies did not impact therapeutic equivalence.

Based on the above evidence, DBE concluded that since the level of drug release of Watson’s
product are comparable to that of Impax’s product at 5% and 20% ethanol, Watson’s Bupropion
HCI ER Tablet gave acceptable results in the in vitro alcohol dose dumping study, as far as the
safety and therapeutic equivalence were concerned.

Additionally, for a more comprehensive review of the in vitro alcohol dose-dumping testing
please refer to the memo to ANDA 77-715 located on DFS.
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Table I: Release of Bupropion HCI from 150 mg tablet at 2 hours in Varying Concentrations of

Alcohol
TABLE 1: Percent Drug Release of 150 mg Bupropion HCl Extended-Release Tablets,
USP in 0.1N HCI with various alcohol levels at 120 minutes (=12 tablets per product).
Af@h& Wa‘v{sofi %upmpifm HCT Extended- Wellbutrin® XL, 150 mg,
evel Release Tablets, USP, 1530 mg g . T .
(% viv) | (Lot #XT4L029, Mfg. Date: 12/04) (Lot #OGEQ29P, Exp. Date: 08/07)
Mean (%) | Range(%) | % v Mean (%) | Range (%) | % 108Y
Test 1: 0% 2 0to$ 87.4% 1 0to2 39.8%
Test 2: 5% g 4014 34.3% 3 Tto7 78.6%
“Test 3: 20% 23 029 | 17.2% 1 Twl18 | 33.3%
Testd: 40% 20 1810 24 10.1% 16 13to 18 8.5%
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Table II: Release of Bupropion HCI from 300 mg tablet at 2 hours in Varying Concentrations of
Alcohol

TABLE 2: Percent Drug Release of 300 mg Bupropion HCl Extended-Release Tablets,
USP in 0.1N HCl with various alcohol levels at 120 minutes (n=12 tablets per product).

Alcohol | Watson Bupropion HCl Extended- . &
Level | Release Tablets, USP, 300 mg Wellbutrin™ XL, 300 mg,

% vIv) | (Lot #XCSBO13, Mfg. Date: 03/05) | (ot #06E002P, Exp. Date: 08/07)
Mean (%) | Range (%) | % CV | Mean (%) | Range(%) | % CV
Test 1: 0% 12 8tc 16 20.3% 4 210 11 68.6%
Test2: 5% 20 12t028 | 22.0% 6 | 3toll 42.0%
Test 3: 20% 30 26 to 34 10.1% 13 W0to17 | 17.3%
Test 4: 40% 22 18t036 | 22.5% 19 17 to 20 6.2%

Table III: Release of Bupropion HCI from 150 mg tablet in 0.1 N HCI-0% Alcohol
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Table IV: Release of Bupropion HC] from 150 mg tablet in 0.1 N HCI-5% Alcohol
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Table V: Release of Buproplon HCI from 150 mg tablet in 0.1 N HC1-20% Alcohol
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Table VI: Release of Bupropion HC] from 150 mg tablet in 0.1 N HC1-40% Alcohol
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Table VIII: Release of Bupropion HCI from 300 mg tablet in 0.1 N HCI-5% Alcohol
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Table VIII: Release of Bupropion HCI from 300 mg tablet in 0.1 N HC1-20% Alcohol
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Table X: Release of Bupropion HCl from 300 mg tablet in 0.1
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A. Waiver Request

Strengths for which waivers requested
Proportional to strength tested in vivo (yes or no)
Dissolution is acceptable (yes or no)

Waivers granted (yes or no)

B. Deficiency Comments
None

C. Recommendations

1. The single-dose, fasting and non-fasting bioequivalence studies conducted by
Watson Laboratories, Inc. on its Bupropion Hydrochloride Extended Release

300 mg
Yes
Yes
Yes

Tablets 150 mg comparing it to GlaxoSmithKline’s Wellbutrin XL® (bupropion
hydrochloride) Tablets, 150 mg are acceptable.
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2. The in vitro dissolution testing conducted by Watson Laboratories, Inc. on its
Bupropion Hydrochloride Extended Release Tablets, 150 mg, and 300 mg
strengths respectively is acceptable. The firm has acknowledged the following
dissolution method and specification:

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

2 hours: NMT =

4 hours: _

8 hours: -_— b(4)

12 hours: NLT e=—=

3. Due to concern of dose dumping for the drug product, the Agency had
previously requested that the firm conduct additional dissolution testing
using various concentrations of ethanol in the dissolution medium (see
below). The firm conducted the requested dissolution (see data above).
The in vitro testing is acceptable.

Testing Conditions: 900 mL, 0.1 N HCl, apparatus 1 (basket) @ 75 rpm, with
and without the alcohol (see below):

Test 1: 12 units tested according to the proposed method (with 0.1 N
HCI), with data collected every 15 minutes for a total of 2 hours.

Test 2: 12 units analyzed by substituting 5% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 3: 12 units analyzed by substituting 20% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 4: 12 units analyzed by substituting 40% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

As previously discussed in greater detail in the above review, the submitted in
vitro alcohol dose dumping study is found to be acceptable for the following
reasons: (1) Watson’s test product and the RLD have comparable release at 40%
v/v alcohol, (2) since Watson’s product dissolved at a rate comparable to Impax’s
product at 5 and 20% ethanol; and (3) the DBE previously concluded that the rate
of bupropion dissolution from Impax’s product in 5 and 20% ethanol was
acceptable. Therefore, the DBE concludes that Watson’s Bupropion HC1 ER
Tablet gave acceptable results in the in vitro alcohol dose dumping study.



Bupropion HCI XL Tablets 12
ANDA 77-715

4. The formulation of the 300 mg strength is proportional to the 150 mg strength of
the test product which underwent acceptable in vivo bioequivalence testing. The
waiver of in vivo bioequivalence study requirements for the firm's Bupropion
Hydrochloride Extended Release Tablets 300 mg is granted.

The application is complete.

APPEARS THIS way
ON ORIGINAL



Bupropion HC1 XL Tablets
ANDA 77-715

D. Attachments

None

APPEARS THIS WAY
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77-715 APPLICANT: WATSON

DRUG PRODUCT: Bupropion HC1l Tablets
150 mg and 300 mg

The Division of Bicequivalence has completed its review and has
no further questions at this time.

We acknowledge that the dissolution testing for the test
products is conducted using the following method:

The dissolution testing should be conducted in 900 mL of 0.1 N
HC1 at 37 °C using USP Apparatus I (basket) at 75 rpm. The
test products should meet the following specifications:

2 hours: NMT =

4 hours: — h@n
8 hours: Sem———

12 hours: NLT - e

Please note that the bicequivalence commentsg provided in this
communication are preliminary. These comments are subject to
revigsion after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory
issues. Please be advised that these reviews may result in the
need for additional biocequivalence information and/or studies,
or may result in a conclusion that the proposed formulation is
not approvable.

Sincerely yours,

{See appended electronic signature page)
Dale P. Conner, Pharm. D.
Director, Division of Bioegquivalence

Office of Generic Drugs
Center for Drug Evaluation and Research
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DIVISION oF BIOEQUIVALEN CE REVIEW

' ANDA No. : 77-715
A Drug Produyct Name Bupropion Hydrochloride Extended Release Tablets
Strengths 150 mg and 300 mg : '
Applicant Name Watson Laboratories, Inc.

Address j 311 Bonnie Circle

: » . Corona, CA 92880-288>
Submissjon Date(s) May 19, 2005 _
‘Amendment 'Date(s) - July 27, 2005, October 12, 2005, March 28, 2006

eviewer Chandra S, Chaurasia, Ph.D.
First Generic No :
File Location V:\ﬁrmsnz\watson\ltrs&rev\777 15N0505 doc
Executive Summary

The firm submit’tedsingle-dose fasting and non-fasting in vive bioeq'uiValencé;(BE)_

o results (point estimate, 90% CI) of the study for bupropion ar_e:_LAUCt of 0.91;;86.74 o
S 94.7%; LAUC of 0.91, 86.8-94.69 and LCmax of 0.94, 87.3-102.3%; and those for
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:I;II. Submission Summary .

“Test "Prodl\Jct: >

A.  Drug Product 1nf0rm‘ation

Buproplon Hydrochlonde Tablets, USP 150 mg

- Reference Product:  Wellbutrin XL® (Buproplon Hydrochlonde) Tablets 150 mg
- RLD Manufacturer: GlaxoSmithKlme :
NDA No.: 21515
RLD Approval Date: August 28, 2003

‘Indication:

For the treatment of major ,qepressive_diSorders -




B. . PKIPD Informatlon

‘Bioavailability

Not yet determined

| Food Effect.

Food did not affect the Cmax or AUC of buproplon
significantly.

Tmax

5 hours for bupropion; approx1mately 6 hours for the three -
active metabolites.

1 Metaboiism

| Bupropion is extensively metabolized in humans. There are

three active metabolites: hydroxybupropion and the amino-
alcohol isomers threohydrobupropion and '
erythrohydrobupropion, which are formed via
hydroxylation of the tert -butyl group of bupropion and/or
reduction of the carbonyl group. Oxidation of the

| bupropion side chain results in the formation of a glycine

conjugate of meta-chlorobenzoic acid, which is then
excreted as the major urinary metabolite. The potency and
toxicity of the metabolites relative to bupropion have not
been fully characterized.

Excretion

Followmg oral administration of 200 mg of 14C-buproplon
in humans, 87% and 10% of the radioactive dose were
recovered in the urine and feces, respectively. The fraction
of the oral dose of bupropion‘ excreted unchanged was only
0.5%..

Halflife

21 hours for bupropion; 20 hours for hydroxybuproplon 37
hours for threohydrobupropion, and 33 hours for
erythrohydrobupropion

Relevant OGD or DBE History

History On BE Study

1. Prior to the issuance of the general BA/BE guldance in
October 2000, the DBE had recommended the following
for the drug product: a single-dose fastmg BE study, a
single-dose non-fasting BE study and a multlp_le-dose BE

‘study. Bupropion, hydroxybupropion and»a,clombination of

threohydrobupropion and erythrobupropion were measured

for the studies. The sampling schedule was generaliy up to

168 hours or 192 hours for single-dose studies. The

'| practice was reflected in the reviews of the following

documents:

o

2

1

-

| 2. Control Document #01-068t . 02/06/2001):

The DBE had revised the recommendations concerning the

| | BE requirements for the drug product based on the general
.| BA/BE guidance (issued 10/2000)." A single dose,

replicate, fasting BE study on the highest strength, and a
smgle dose, two way crossover, non-fasting BE study on

| the same strength were recommended. Measurement of

bupropion and hydroxybupropion were requested_ but only

bid)



bupropion data were to be subject to the confidence interval
criteria.

3 a). Control Document #02-695 (

11/29/2002):

e Based on the current general BA/BE guidance
(March 2003), for bupropion drug products,
plasma concentrations of bupropion, the parent
drug, and hydroxybupropion, which is formed
presystemically, should both be quantitated for the
bioequivalence studies. Only the bupropion data
should be analyzed using the confidence interval
approach. For hydroxybupropion, the following
data should be submitted: individual and mean

- plasma concentrations, individual and mean PK
' parameters, geometric means and ratios of means
of Cmax, AUCt and AUC,,

e With regard to the sampling schedule, per Part
VI.C. Long Half-life Drugs of the general BA/BE
guidance, which states that "Cmax and a suitably
truncated AUC can be used to characterize peak
and total drug exposure, respectively. For drugs

~ that demonstrate low intrasubject variability in
distribution and clearance, an AUC truncated at 72
hours (AUCO0-72 hr) can be used in place of

AUCO-t or AUCO-0." Alternatively, the sampling |

schedule up to 168 hours or 192 hours postdose
may be considered adequate

| 4. The RLD product, Wellbutrin XL® Tablet, 150 mg and

300 mg, (NDA 21-515) were approved on 08/28/03 to.

provide improved once-daily formulations for patients who -

“have been treated with Wellbutrin SR® Tablet, which was
approved (06/14/02). The two formulations and their

‘ release—controllmg technologies are different. NDA 21-515

'| was approved based on a confirmatory bloequlvalence ‘

.| study comparing this formulation with Wellbutrin® Tablets
| (immediate-release formulation). - Since the 150 mg and

-1 300 ‘mg strengths are not formulation propomonal a
steady- -state bloequlvalence study-comparing the two

| strengths using 300 mg dosage was also submitted for -

"NDA 21-515. It should be noted that Wellbutrin SR®

1 Tablet product was approved based on a bioequivalence .

study comparing this formulation with Wellbutrin® Tablets

| (immediate-release formulation) also. The

interchangeability of Wellbutrin® products is addressed i in

the labeling of Wellbutrin XL®. According to this
labeling, “When switching patients from WELLBUTRIN
| Tablets:to WELLBUTRIN XL or from WELLBUTRIN SR

| Sustained-Release Tablets to WELLBUTRIN XL, give the

same total daily dose when possible. Patients who are
currently being treated with WELLBUTRIN Tablets at 300

(4



mg/day (for example, 100 mg 3 times a day) may be

{ switched to WELLBUTRIN XL 300 mg once daily. Patients
who are currently being treated with WELLBUTRIN SR
Sustained-Release Tablets at 300 mg/day (for example, 150
mg twice daily) may be switched to WELLBUTRIN XL 300

mg once daily.”

The labeling of Wellbutrin XL.® Tablets also recommends

-that “The usual adult target dose for WELLBUTRIN XL
Tablets is 300 mg/day, given once daily in the morning.

Dosing with WELLBUTRIN XL Tablets should begin at 150

mg/day given as a single daily dose in the morning. If the
150-mg initial dose is adequately tolerated, an increase to
the 300-mg/day target dose, given as once daily, may be
made as early as day 4 of dosing. There should be an
interval of at least 24 hours between successive doses.” .
The 150 mg strength, therefore, is designated in the Orange
Book as the RLD strength. Due to the safety concern, the

| 300 mg strength of the generic version can be waived

of in vivo bioequivalence testing provided that the
formulation of the higher strength is proportionally similar
to that of the 150 mg strength, and the dissolution profiles
‘of the two strengths are comparable.

- | History On Dissolution Methodology
5.-a). Control Document #02-695 (= amsmem—"
11/29/2002): :
Dissolution testing should be conducted in water and
aqueous media of the following pH: 1.2, 4.5 and 6.8, using
USP apparatus 2 (paddle) at 50, 75, and 100 rpm, and USP
apparatus 1 (basket) at 100 rpm. In addition, dissolution
testing should be conducted using the following method:
“USP Apparatus II (paddle) at 50 rpm using 900 mL of

| water at 37°C. Sampling times for this method should be 1,

2,4, 6 and 12 hours or at least 80-85% dissolved. The
comparative dissolution data should include mean, range,
' and %CV of percents dissolved at each time point.

5.b. ANDA 77-214 (Anchen Pharm, Submission dated
1.9/21/04) Review: Three different dissolution methods
have been recommended for different ANDASs of bupropion
{ HC1 ER products.

‘Method 1: USP Apparatus IT (paddle) at 50 rpm, with 900
mL of water (recommended for ANDAs #75-913, 75-914,

—

Method 2: USP Apparatus II (paddle) at 50 rpm, with 900

mL of pH 1.5 SGF (w1thout enzyme) (recommended for
ANDA #

| Method 3: USP Apparatus I (basket) at 50 rpm, with |

900 mL of 0.1 N HC], pH 1.5 (recommended for

b(4)
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{ANDA #75—932)

. [ Agency Guidance:

None -

Drug Spec1fic Issues (if any)

| Current DBE recommendations for demonstratlon of

bioequivalence of Bupropion Hydrochloride Extended
Release Tablets, 150 mg and 300 mg (with WELLBUTRIN

_ ‘XL® Tablets as the RLD) are as follows

1'1. A single-dose, two-way crossover fasting in-vivo
‘bioequivalence study comparing Bupropion Hydrochloride

Extended Release Tablets, 150 mg, to the reference listed
drug (RLD), Wellbutrin XL® (Bupropion Hydrochloride
Extended Release) Tablets, 150 mg. Due to safety
concerns, studies using the 300 mg dose are not
recommended.:

2. A single-dose, two-way crossover fed in-vivo
bioequivalence study comparing Bupropion Hydrochloride
Extended Release Tablets, 150 mg, to the RLD.

3. Measure plasma concentrations of the parent drug
buproplon and metabolite hydroxybupropion;

4. Waiver of in vivo bioequivalence study requirements for
the 300 mg strengths may be granted provide the condltlons

‘of 21 CFR§320. 22(d)(2) are met.

5. Conduct comparatlve dissolution testing using 12 'dosage
units of the test and reference products using the. followmg

| FDA method:
| Medium: 0.1 NHClat37°C+0.5°C -
| ' Volume: . 900mL

| Apparatus: 1 (Basket)

-Rotational speed: 75 rpm

Sampling time: 1,2, 4, 6 and 8 hours and untll at Jeast
80% of the labeled content is dissolved.

1PDR® (Physu:lan 's desk reference) electronic version entry for WELLBUTRIN SR®




C. Contents of Submission

Study Types Yes/No? How many?

Single-dose fasting Yes _ o 1
Single-dose fed » : Yes 1
‘Steady-state 5 - No -
-In vitro dissolution Yes 2

Waiver requests ' - Yes 1

BCS Waivers ‘ No -

Vasoconstrictor Studies No . ‘ -

Clinical Endpoints - ' No : ' -

Failed Studies e No -

Amendments . - No B : :

D. Pre-Study Bioanalytical Method Validation

FAST 40431 and FED 40432 I } DATA
Bioanalytical method validationyeport - | Volume §,p. 2143
Jocation -
Analyte i ‘Bupropion and Hydroxybupropion
Tatermal standard (IS) | Theechydroxybapropion-de
L . metito& invalves the extrictiag of bupropion, h}dra'cy?mgmpacn azd the mtemal siandaxd from beman EDTA K\
‘| Method deseription plasmabya liguid-lignid extraction procedma, than, injacted Fits liquid chromategreph eauipped with tandém mass
. spaczomeiry detector: Samples are kem frozen 3t- 89'C pnox to analysis 2ad 0.100zL of plasma was used for analysis .

Bupropion: 00

.| Lamit of quantitztion (ug mf.} Hydrorybi -1.00

| Average recovery of dmg rangze %3} Bupropion: 433 10 79.10

Hydoxybusropion - 52.59 10 63.01

: Armreremv;u} ef15 (’ o) 082

Standard curve concenfrations Yange Bupmpim 1 GB t0 4G0 339

{ne/ml) : 1 Hydroxybupropion: 1 0 o 398, 20
] N Bupropien: QC1: 3.00,QC2: 115,36, QC3: 279.66

QF concentration (ngml) Hvdrosybupsopicn: QC1: 299, 9C2: 119,66, ock 1922

Bupropion: B, 7310294

QC Intraday precision sange (%) | Sydroxybupropion: 18710 428

P : :y 0 | Bupropicn: 98.751e 104.17 |
QC Intraday accusacy range (4) Hydioxybupropion - 96.90 0 102,40

© | ‘Bupropion: 25116720

| QF Interday precision range {4). | Hydromybupropion : 340 to 9.86

| Bupropien: 93.83 42 180:11
Hrdroxybupropion : 9584 fo 1237

QC Intardsy securacy tanze (%)

Bupropion: 2 hours 3t 7oom femperature
Hydrozybupropion: 24 hows at room teniperature
Bupwpzae: 10hours at 4°C

Hydroxvbupropion: 34 hﬁm’ $4°C

Bench-top stability {hiz)

..



. Pre-Study Bioanalytical Method- Validation (continued)

“| Dilution mtegnity

FAST 40431 and FED 40431 | DATA
s - Anzlytes: 140 days ai-80°C and 48 days at-20°C
Stock stabilty (days) | 15: 133 dags at30°C and 8 days 1M
B . ' Bupropion: 91 hours at room temperatuze
_ ¢ fhre) UpIopion v
Frocessedsablty () Hydroxybupropion: 81 kours st room femperatime
Bupropion: 4 at -20°C
b o Hydroxybupropion: § at -20°C
| Freezathaw stability {oyedes) Bapropian: 4 3t $0°C
Hydroxvbupropion: 3 at -30°C
Vons A gy Bupropiow: 618 davs 2t-30°C
Longterm storagestabiity (days) Hydsoxybupropion: 616 days 3t -80°C
Bupropion:

(U3 difuted 2 fold: CV (%} 1.03 Nominal (%) §7.18

DQC diluted 20 fold: CV (%) 1.98 Nomunai (%) 97.06

r«mmﬁ;ant infarference 3t zhe yetention Hime of the infernal standard.

Hydroxybupropion:

QC3 diluted 2 fold; CV (%) 3.27 Nominal (%) §7.67

DQC dilted 20 RMCV (% ) 3.75% Nominal (%) 97.09
» Humean plasma samples (EDTA K 25 anti-coaguland) from 10 dﬁaent mﬁ:"z:hzal human blank sources were tested for
' Selectivite iterfering peaks at the refention time of bupropion, hydroxybupropion and the intemnal standard. No significant

iferferences ohservadin § out of 16 tested matricss for bupropion and hydroxybupropion. None of the sources simeé

~ Comments on Pre:Study 'Bi(')analytical Method Validation:
‘The pre-study bioanalytical method validation is acceptable.

E. In Vivo Studies

E.1. Single-dosé Fasting Bioequivalence Study No. 40431

) _ ~ Study Summary
- | Study No. {40431
| Study Design .| Randomized, 2-way crossover, smgle dose

open-label, bioequivalence study in healthy |
subjects under fastmg conditions .

{ No. of 'subjects,enrolied'

48
No. of subjects completing 47%*
| No. of subjects analyzed @~ |47

| Subjects (Healthy or Patients?) | Healthy

Sex(es) included (how many?) | Male: 19 Female: 29

Test product Bupropion Hydrochloride Extended Release
Tablets, USP

Reference pro'duct Wellbutrin-XL® Tablets

Strength tested 150 mg

Dose 1x150 mg, administered with 240 mL of water

at room temperature. .

*Sub #44 elected to withdraw form the study for personal reasons prior to drug administration in Period 2



__Summary of Statistical Analysis for Bupropion As Reported by the Firm

Fasting BE Study 40431 (N=47)

| Parameter | Point Estimate 90% Confidence Interval
AUCo-t 90.64 , 86.73%-94.72%
AUCx 90.66 86.84%-94.64%
Cmax . ' 94.51 87.28%-102.34%

Summary of Statistical Analysis for Hydroxybupropion As Reported by the Firm

Fasting BE Study 40431 (N=47)

Parameter Point Estimate _ 90% Confidence Interval
AUCot -~ 93.50 88.83%-98.41%
AUCoo 93.33 -88.50%-98.42%
Cmax 93.24 88.63%-98.09%

*The reviewer’s calculated values were same as reported by the firm.

Reanalysis of Study Samples for Bupropion

P

Study Na. 40431 :
Ravdomized, 2-Way Cros , Bioeguivalence Study of B ion 150 mg E ded-Rel Tablet and Welibutin X1 Foliowing 2 150 mg Dose in Healthy Subjects
Under Fasting Conditions
Vohmme 7, p. 2038, 2080-2083 -
Wurzber of samples reanzlyzed Kumber of resaleniated ‘valixes used affer
. . yaanalynis
Reason why zvsay was yepeated Actuzl numbsy % of Total Assays Actual nuwber % of Total Assays
. ‘ B T R T R T R _ T R
Pharmacokinetic” i 0 O 0.0 0.0 0 [4 0.0 0.0
Anzlytical fepeat 49 33 237 1.60 46 33 237 | 160
Unaccepteble intemal standard response . 48 32 237 1.335 40 32 237 ] 155
" [ Tacomplete analysis . 0°{ 1 0.0 805 0 1 0.0 0.05
Total : 49 33 2.37 1.60 49 33 237 | 160
i_l:'no rapeats were parformad for phzm?acddnéﬁc texsons, insert “0.9" thronghout table
¥ Brgwapion 150 sz extnded relense tablet, Lok No: XT4LI2S
* Brprepion 150 me extecded relaase tablet (Welinatrin XLT), Lot Nor (4DIP
Reanalysis of Study Samples for Hydroxybupropion
. Study No. 40431 - . B
Randomized, 2Way C: . Biceguivalence Study of Bupropion 156 mg Extended-Release Tablet and Welitmerin XL ™ Following 2 150 mg Dose in Healthy Subjests | .
. : Under Fasting Conditicns . L :
Vohmne 7, p. 2038. 2059-2083 . .
‘ Nagberof samiples reanalyzed Number of secalcalated "c'aiugs used “f_*e‘ E
FReazon why assay was zegez:ed Actusl number % of Total Aszays Actual pumber % of Tofz&.Assays B
S _ ' T | R} .T R T | R T R
Pharmacaokinetic” E . 1) .0 00 | 00 [{] 0 001 DO
| Analytical repeat - i ! 63 _ 56 305 271 56 53 .1.2:86 | 256
Unacceptable internal standard respoase 48 34 232 164 | 48 34 2.3 1:64
‘Incomplete anafysis L [i] B E 4.0 {.05 0 1 0.0 0.05:
Sample contentration above upper limit of quantification [‘W 18 044 $5.87 9 18: | 044 .| 087
Sample reanalyzed {o obiain confirming value 4 2 019 | 010 . 2 0 0.10 1 09
"Sample repeated or reinjected by error 2 i 010 ] £.05 { D .00 8.0 .
Total | : 63 56 305. 1 271 58 53 286 | 236 |-
 ¥no repaats were pasfonmed for phamacokingtic reasons, fncert “00" throughout t2hle
i? picn 150 me dad-zelease fablet, Lot No: XTHLO29 -
*Bupropicss 150z " d-release fablet (Wellbunin XL TM), Lot No: B4D914P

Total number of samples assayed for study 40431 = 2068



Did use of recalculated plasma concentratlon data change study outcome"
No, there were no pharmacokinetic repeats and no recalculations weré performed for
either the parent or the hydroxy metabolite in the fasting study 40431.

E.2. Single-dose Fed Bioequivalence Study No. 40432 |

Sex (es) included (how many?)

Study Summary

Study No. 40432

Study Design Randomized, 2-way crossover, single-dose,
open-label, bioequivalence study in healthy
subjects under fed conditions

No. of subjects enrolled 48

No. of subjects completing 48

'No. of subjects analyzed 48

No. of subjects included in the | 47*

statistical analysis

Subjects (Healthy or Patlents") Healthy ,
Male: 28  Female: 20

Test product

Bupropion Hydrochloride Extended Release
Tablets, USP

| Reference product

Wellbutrin-XL® Tablets

‘| Strength tested

150 mg

Dose

| 1x150 mg, administered w1th 240 mL of water

at room temper ature

*xSub #3 took too much concomitant medication durmg the study period and was not mcluded in the

 statistical analysis

10

Summary of Statistical Analysns for Buproplon As Reported by the Flrm*
'Fed BE Study 40432 (N-47) ‘

.Parameter

Point Estimate 90% Confidence Interval :

AUCo-t 93.08 88.93%-97.43% .
1 AUCoo 93.55 89.61%-97.65%
Cmax 91 07 85. 34%-97 18%

' Summary of Statlstlcal Analysis for Hydroxybuproplon As Reported by the Flrm*

Fed BE Study 40432 (N=47)

Parameter Point Estimate 90% Confidence Interval
AUCo-t 97.03 90.79%-103.69%

| AUCx 96.52 190.12%-103.38% .
Cmax 93.63 93.63%-107.57%

*The reviewer’s calculated values were same as reported by the firm.
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Reanalysis of Study Samples for Buprop'ion‘

. » , Study No. 40432
Kandomized, 2-Way C: . Bioeguival Stady of Buprapion 150 mz Extended- R.alazu Tablet and Welibntxm X Followinz a 150 mg Dosa in Healthy Snbmt*
: ' Under FED
Vohuze 7. p. 2038, 203522083 -
Number of sazaples reanalyzed Number of secalculated values used after
‘ . reanalysiz
Reason why assay was repeated : Actual sumber % of Total Assays Actual mumber - | % of Total Assays
: T R T R T R |'T R
Phaymacckinetic* ] 0 0.0 00 0 0 0.0 [X0]
Analytical yepeat . 16 50 0.73 2.69 14 39 0.64 2.69
Unacceptable internal standard sesponse 13 57 059 | 260 13 57 039 1 260
Incomplete analysis - G 2 0.0 0.00 [ 2 00 | 009
Sample reanalyzed to obtain confirming value 2 [ 0.00 0.0 1 4] 0.05 0.0
| Sample repeated or renjected by ervor . 1 ¢ 005 0.0 0 g 0.0 00 .
Total 16 50 0.73 2.69 14 59 0.64 2.69
Ifno MJW& d for pi kinatic 1easons, msert “0.0" throughont table
R ion 150 mg extended-release tabler, Lot No. XT4LO2Y .
%p ton 150 mg ded-zel ﬁbﬁ&’é&ﬁhﬂmmﬂo: DO14P
Reanalys1s of Study Samples for Hydroxybuproplon
Study No. 40432
Randomized, 2 Way G Biveguival Study of Bupropion 150 mz Extended-Rei Tablet and W eilbumnkl:“l’o.lzwmg 2 130 mg Doze in Eealthy Subjecty
Under FED Conditions
Volatme 7, p. 2038, 2655-2083 .
Number of N ronnd Number of recaiculated values nsed after
- SRR - reanalysis
Reason why astay waz rapeated Actualnumbey % of Tota! Assays Actual nureber %% of Total Aszays
T R T R T R T {1 'R
" [ Pharmacokmetic’ : . [] [1] 9.0 00 (. D 0 0.0 00
| Analytical repeat ; 40 06 2.24 438 47 96 | 2.15 438
Unadeeptable internal standard resp : 12 35 .35 231 12 55 0.55 2.51
Incomplete analysis [] 2 0.0 0.09 [ 2 0.0 0.0¢
Sample conveniration above npp« Tmit of quannﬁcaaon i 24 - 32 100 146 | 24 132 1.09 146
- Saniple reanatyzed to oblain confirming value Lo 2 ] .08 0.0 1 Y 003 0.0
‘Rejected sariple difution . ) 10 7 046 ] 032 10 7 35,46 032
[ Sample repeated or mn_yecned by ervor . 1 4] 0.03 00 | -0 [1] 0.0 0.9
: Total . - . . 49 96 2.24 438 47 96 2.15 4 38

Ikmxzpemmpufomedfwykmmhmmummﬂer *30" throuzliout fable
S fon 130 mg drslease tablet, Lot No: XT4LC20
25 ion 150 me ; ded-release tablat (Wallbutis XETM), Lot No: B4DOMP

Total number of samples assayed for study 40432 = 2194

_Did use of recalculated plasma concentration data change study outcome?
‘No, there were no pharmacokmenc repeats and no recalculations were performed for
E 'e1ther the parent or the hydroxy metabohte in the fed study 40432. -

F. Formulatlon

Location in appendix ' v -Section B, Page 38
Are inactive ingredients within IIG hm1ts" ‘ Yes
~If yes, list ingredients outside of limits | N/A
If a tablet, is the product scored? | Ne
" If yes, which strengths are scored? - : N/A
“Is scoring of RLLD the same as test? ‘N/A: neither the test nor RLD
o . , are scored
Is the formulation acceptable? , Yes
“If not acceptable, why? L N/A




G. Ih Vitro Dis'solution
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[ FDA (NDA method)

bld)

, Source of Method (USP, FDA or Firm)
Medium =~ 0.1IN HC1
Volume (mL) 900 mL
USP Apparatus type -1 (basket)
Rotation (rpm) {75 ipm .
Sampling Times 120, 240, 480, and 960 rmnutes
Firm’s proposed specifications 2 hours: '
' 4hours:
8 hours: I
16 hours
.| FDA-recommended specifications™* 2 hours:
: l4hourss ™
8 hours: -
o 12 hours
F2 metric calculated? Yes
If no, reason why F2 not calculated
Is method acceptable? Yes
_If not then why?
*Based on the submitted results under this ANDA
H. Waiver Request(s)
Strengths for which waivers. are requested 300 mg
| Regulation cited - 21 CFR 320.22(d)(2)
| Proportional to strength tested in vivo? Yes ' -
Is dissolution acceptable? Yes
Waivers granted? Yes
If not then why?

I Deﬁeieﬁcy Comments

1. The firm' 's'proposed dissolution spemﬁcatlons are not acceptable The ﬁrm

should acknowledge acceptance of the followmg FDA recommended dlssolutlon

method and specifications:

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

following specifications:

2 hours: .
4 hours:
8 hours: «
12 hours:

AT

TSRO

p(d)
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2. Due to concern of dose dumping for the drug product, the Agency
“currently requests that the firm conduct additional dissolution testing using -
~ various concentrations of ethanol in the d1ssolut10n medium, as follows

Testing Conditions: 900 mL, 0.1 N HCl apparatus 1 (basket) @ 75 rpm, with
and w1thout the alcohol (see below):

Test 1: 12 units tested accordmg to.the proposed method (with 0.1 N HCI) w1th
data collected every 15 minutes for a total of 2 hours.

Test 2: 12 units analyzed by substltutmg 5% (v/v) of test medium with Alcohol
USP, and data collection every 15 minutes for a total of 2 hours.

‘Test.3: 12 units analyzed by substituting 20% (v/v) of test medium with Alcohol
USP, and data collection every 15 minutes for a total of 2 hours

: Test 4: 12 units analyzed by substituting 40% (v/v) of test niedium with Alcohol
‘USP, and data collection every 15 minutes for a total of 2 hours.

Both test and RLD products must be tested accordmgly and data must be provided
on individual unit, means, range and %CV on both strengths.

APPEARS THIS WAY
NN apInIMAL



J. Récommendations

1. The single-dose, fasting and non-fasting bioequivalence studies conducted
by Watson Laboratories, Inc. on its Bupropion Hydrochloride Extended
Release Tablets, USP 150 mg (Lot # XT41.029) comparing it to
GlaxoSmithKline’s Wellbutrin XL® (bupropion hydrochloride) Tablets,
150 mg (Lot # 04D014P), are acceptable.

2. The in vitro dissolution testing conducted by Watson Laboratories, Inc. on
its Bupropion Hydrochloride Extended Release Tablets, USP 150 mg, and
300 mg strengths, Lot Nos. XT41.029 and XC5B013, respectively is

~ acceptable. However, the dissolution testing is incomplete for the reason
given in deficiency section.

‘The dissolution testing should be conducted in 900 mL of 0.1 N HCl at -
37°C, using USP Apparatus I (basket) at 75 rpm. The test product should
meet the followmg specifications:

2 hours: N v

4 hours: S b(A)
8 hours: « — o
12 hours

3. Due to concern of dose dumping for the drug product, the Agency
currently requests that the firm conduct additional dissohition
. testing using various concentrations of ethanol in the dissolution
" medium, as follows:

" Testing Conditions: 900 mL, 0.1 N HCL, apparatus 1 (basket) @ 75 tpm,
w1th and without the alcohol (see below):

- Test 1: 12 units tested accordlng to the proposed method (w1th 01N
HCl) w1th data collected every 15 minutes for a total of 2 hours.

Test 2 12 units analyzed by substltutlng 5 % (v/v).of test medlum w1th
, Alcohol USP and data collectlon -every 15 minutes fora total of 2 hours

Test 3: 12 un1ts analyzed_by substltutmg‘ 20% (v/v) of test medlum with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 4: 12 units analyzed by substituting 40% (v/v) of test medium with _k
-Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

~ Both test and RLD products must be tested accordingly and data must be
provided on individual unit, means, range and %CV on both strengths.
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4. The formulation of the 300 mg strength is proportional to the 150 mg
strength of the test product which underwent acceptable in vivo
" bioequivalence testing. The waiver of in vivo bioequivalence study
requirements for the firm's Bupropion Hydrochloride Extended Release
Tablets, USP 300 mg, cannot be gra.nted at present for the reason glven in
deficiency section.

The application is incomplete pending the firm’s acceptance of the FDA
recommended dissolution method and specifications, and additional
dissolution testing using various concentrations of ethanol in the dissolution’
medium.

The firm should be informed of the deficiency comments and

recommendations.
%}\ Y (f @/Mﬂ.«» , ’ 7/ 5 / Yool
Chandra S. Chaurasia, Ph.D., Reviewer, Branch 1 ~ Date

Dby 4. pats B RALES

 Moheb H. Makary, Ph.D., Team Leader, Branch 1 . Date
((___ , : / o /
dy v &= E i
DaleP Conner Pharm. D. b

- Date
/\ Director, Division of Bioequivalence ‘ :
- Office of Generic Drugs
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A. Individual Study Reviews
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1. Single-dose Fasting Bioequivalence Study

a)- Study Design
Study Information '
{ Study Nuniber 40431
Study Title Randomized, 2—way crossover, Bioequivalence Study _
of Bupropion 150 mg Extended-Release Tablet and
Wellbutrin™ Following a 150 mg Dose in Healthy
. Subjects Under Fasting Conditions '
Clinical Site SFBC Anapharm Inc.
2050, Boul. Rene-Levesque Ouest
Sainte-Foy, Quebec GIV2K8
Canada :
Principal Investigator Dr, Benoit Girard
Study/Desing Dates Period I: 1/16/05
' ' Period II: 1/30/05
Analytical Site [
‘|- Analytical Director
"Analysis Dates 3/04/05-4/04/05

Storage Period (no. of days from the first day of
sample collectlon to the last day of sample
analysns)

78 days (First day. of sample collectlon January 16
| 2005; last day of sample analysis: April 4, 2005)

| TreatmentID - A . B
Test or Reference Test e ' Reference
Product Name _Bupropion Hydrochloride - Wellbutrin-XL®
: Extended Release Tablets, (Bupropion Hydrochloride
) . USP Extended Release) Tabléts
1"Manufacturer Watson ~ GlaxoSmithKline
| Batch/Lot No. XTA41.029 -04D014P ‘

- | Manufacture Date - 11/04 . N/IA
Expiration Date TBE - 8/2005
Strength’ 150 mg - "~ 150 mg
Dosage Form Tablet - Tablet

.| Batch Size o——— N/A -

‘| Production Batch Size U N/A

.| Potency ' ' 103% 98.6%
Content Uniformity (mean, %CV) ' “101.5%,1.2% "+ .100.7%, 0.7%
Formulation - ; See Appendix Section B.: v B "
Dose Administered | 1x150 mg with 240-mL of = |- 1x150 mg with 240-mL of

- - i water at room temp. - ' _‘water at Toom temp.

Route of Administration o ‘Oral Gt

bld)

o
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‘No. of Sequences 2

| No. of Periods 2

| No. of Treatments 2

| No. of Groups 11
Washout Period 14 days

Randomization Scheme

AB: 3,4,5,6,9,14,15,16, 192223242629 303233363940

| 41, 44*, 46,48

BA12781011 12,13,17,18,20,21,25,27,28,31,34,35,37,38,
42,4345,47

“Blood Sampling Times

Pre dose (0),1.00, 2.00, 3.00, 4.00, 4.50, 5.00, 5.50, 6.00,-6.50,
7.00, 7.50, 8.00, 10.0,.12.0, 16.0, 24.0, 36.0, 48.0, 72.0, 96.0,
and 120 hours post-dose

Blood Volume Collected/Sample

3mL

Blood Sample Processing/Storage

After collection, blood samples were placed in an ice water
bath, and centrifuged under refrigeration. The plasma was then
separated, transferred to polypropylene tubes, and immediately
stored at -80°C £15°C pending assay.

1 IRB Approval . Yes
Informed Consent Yes
| Subjects Demographics See Table 1
Length of Fasting At least 10 hours
Length of Confinement At least 10 hours pre-dose until after the 24-hour after dosing
' | for each study period.
Seated blood pressure and heart rate measurements were

Safety Monitoring

performed prior to dosing and approximately 4, 6, 8, and 24
hours post-dose, in each period.

*Sub #44 elected to withdraw for personal reasons
Comments on Study Design: The study design is acceptable.

APPEARS THIS WAY

-ON ORIGINAL




b) Clinical Results
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Table 1. Demographic Proﬁle for Subjects Completing Bﬁprbpidh HC! Extended
Release Tablets Bioequivalence Studies

Category Project No. 40431 Project No. 40432
Treaiment Treatment
—5 Ty Total = Bx Total
Age {vears) Mean=5%D 49?'. H 22210 43=11 4312 47=14 45213
Range 3263 26-80 2665 2162 2563 2165
Median 515 403 433 433 53 49
’ X 24 % 45 24 4 43
Age Groups « 18 & ] 34 [ [ [+
1840 £ (250%) 12{500% BE15% 10(41.7%) 8(333%)  18(37.5%)
- 4168 17708%) 2500% 25 (60:4%%) 14(58.3% I5{62.5%)  29(60.4%)
6575 1{4.2%) & 1Q1%) 0 1{4.2%) 1{2.1%)
=73 o ] ¢ 0 ) [
Gender Female 14(58.3%) 15{62.3%) 29 (60.4%) 13 (54.2%3 T9%%) 20{41.7%)
Male 6 @LTY 9{37.5%) 15 (396%} I11(458%)  17(70.8%) = 28(58.3%)
Race Asizm R B G 0 ) o
Black G {4 6 2{83%) . 248.3%} 4¢8.3%)
Caucasian - B EEY 24{100.0%; 19 19(79.2%) 26¢83.3%). 39¢81.3%)
Asmerican Hispanic 1420 2 12189 3 {12.5%) 2{8.3%) 5(10.4%)
Height{em)  Mean=SD 1673298 1675275 167486 170.129.5 165.4=10.3 " 169.8:98
Range 150.5~184.0 151517990 150.% - 1840 156.0-1903 14601880 146.0-1903
Mediax 16635 1675 167.5 1688 1765 169.25
. N 24 24 ) 48 23 24 48
. Waizht (k) Mean=SD 88113 §7.129.9 | 69.0=167 7032127 7342131 7182128
" -Range F44-930 516-843 S15-950 443825 45.9-984  4435:954
- Median 7635 683 685 £9.00 . 7305 76.33
¥ 4 24 48 4 6 48
BMI Gg/n) . Mean=8D 252227 238=27 246228 241228 254228 248228
: Rangs 207-383 189-298 195-298 195388 200294 193294
Median 250 236 244 236 261 47
jid 2 % 48 M4 p: ] 48
Table 2 Dropout Information
Subject No | Reason : . : Period " | Replaced?
44 Elected to withdraw for personal reasons prior to Period 2 dosing - | Per 2 No
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Table 3. Incidence of Adverse Events in Buproplon HCl Extended Release Tablets
Bioequivalence Studies

Syztem Class Projeci No, $0431% Project No. 40432+%

COSTART ’ A B A B
Gastrointestinal dxsorders :

- LConstip 0 ¢ 1{1.4%) 4]
Diarrhea ER RS R i G
Dry mouth 1{2.0%) ¢ 1{1.4%)  1£)l.4%:}
Dyspepsiz 12.0%y 1{2.0%) ¢ 1{1.4%;)
Pain A o g 1Q4W 0
Pzin abde , , ] 2{4.1%) 4£3.6%)  3{4.2%)
Stool abuorm ) ] i3 1{1.4%) .
Vomit O ] e 1(1.4%) 1{1.4%

General disorders and adminisiration site conditions o e
" Asthenia : ~ B 2{4.1%) 1{14%) 0
Chlls _ D 0 & 1(1.4%;
Edema 0 tH g 1¢1.4%)
Injury, poisoning and procedural complications ‘ .
Astheniz ' 0 1306%) 0. 4]
Pain inject site {2 0% i 2{2.8%) 1{14%;}
Rash inject site : ’ B ¢ 1{2.0%)} 1{(14%) . 0
Investigations : :
Hypertens : _ ] S 4{3.8%) 1{1.4%}
Tachyeardia : 9 1{2.0%) 1{1.4%) 2{2.8%
Metabalism and putrition disorders :
Anorexiz : : 0 { 1{1.4%) g
’sinsculaskekfsi and connective fiszue émorﬂuz .
: Mvalgia » 9 ¢ 2{2.8%) 0
Pain : 12 ﬂm} 1{2.0%) 1{1.4%)
Nervouns system disorders ‘ :
Dizziness ; I20%y 2{4.1%) 1{14%) 0
" Dream zbaorm ‘ _ ' , s 141.4%;3
- Dyspepsia : R 0 g 1{1.4%) o ,
Headache ’ ' : S{D2%) 6(122%) S{69%) 4{5.6%)

Scmnclence f L 10wy 1(2.0% ) o 1(L4% T I{14%)
: ‘Protocol Deviations '

- Thirty-four subjects in Penod 1 and 31 subjects in Period 2 exhlblted protocol dev1at10ns o
- related to blood draw time - 1-9 minutes late except. sub#20 period 1, 29 minute late for
the 96 hr samphng time and sub#46 period 2, 13 minute late for the 36-hr sampling time -
(for details please see section 14.3 in Volume 1.2, pp 223- 225) These dev1at10ns were -
. minor and had no effect on the outcome of the study ‘ :

| Comments on DropoutS/Adverse Events/Protocol Deviationsf

o There were 38 ‘adverse events experienced by 28 subjects — 17 with test and 21
with the reference drug. Twenty-nine AEs were listed mild in severity and nine-
were listed as moderate in severity. Seven AEs were listed as unrelated to study
drug, 5 as remotely related, and 26 poss1bly related to study drugs.

e Subject #44 elected to withdraw from the: study for personal reasons prior to
"Period 2 (reference) drug adrmmstraﬂon



e All adverse events were resolved There were no serious AE reported in this
study. :
o The adverse events and protocol deviations did not compromise the integrity of

the study.
c) Bioanalytical Results

Table 4 Assay Quality Control — Within Study

. Bupropion
QC Conc. (ng/mL) 3.02 | 30.21 | 60.42 | 140.98 '
Inter day Precision ‘
’ 4, . . .
(%CV) | 28 349 | 4.36 9.15
Inter day Accuracy (%) | 100.66 | 103.51 | 99.39 | 100.43

|Cal. Standards Cone. | 55 | 5 50 20,04 | 40.07 | 80.14 |120.22|160.29]200.36
(ng/mL) |
- {Inter day Precision _
4 : . 4.04 | 1. . . 49 .1 2. 2.
(%CV) 3.96 99 | 226 | 2.01 249 1 275 . 2.21
Inter day Accuracy (%) |101.00{99.00|90.47 {101.37| 102.85 |101.89|101.94 101.65
|Linearity Range : ' _ ' ‘
| (range of R? ) , 0.9924-0.9980'
: , | Hydroxybupropion
{QC Conc. (ng/mL) , 3.01.-]60.94 |120.48|281.128

Inter day Precision

3 (%CV) ‘7.87 .7.64, »10.28 5.56

Cal. Standards Conc. | ;| 500 |39.08 | 79.97 | 159.94 [239.90|319.87|399.84
‘_ (ng/mL) _ . S
‘{Inter day Precision _ N SR B
recisio 6.00 | 4.02 | 3. 05 | 271 | 3. 44| 4.02.
ey, 6.00 | 4.2 ‘3‘9.5 305 | 271 ‘3’79: 344 492
Tnter day Accuracy (%) | 100.00| 99.50 | 91.82 | 101.60] 102.13 | 101.18]102.02|100.74
[UneariyRange | (ooi6p00m |

(range of R? )

Comments on Study ASsay Quality Control:

20

Any interfering peaks i in None
{chromatograms? v
{Were 20% of chromatograms mcluded" YES

Were chromatograms serially or “|Serially

randomly selected?




Comments on Chromatograms: For both the analyte and internal standard, there were -
~ no interfering peaks. Peak shapes and baseline formation were satisfactory for the
~ internal standard and the analyte »

Table 5 SOP dealing with analytical repeats of study samples

SOP No. Date of SOP SOP Title
| ANI 156.08 01/07/2003 Sample Re-assays and Reporting of Final
| Vol. 1.6, pp 2381-2390 , Concentrations

Table 6 Additional Comments on Repeat Assays

Were all SOPs followed? Yes

Did recalculation of plasma concentrations change No
the study outcome? -

_Does the reviewer agree with the outcome of the Yes
repeat assays?
If no, reason for dlsagreement N/A

Summary/Conclusions, Study Assays:

e There were a total of 82 and 119 sample re-assays for buproplon and
hydroxybupropion, respectively in the study, representing 3.97% and 5.76% of the
total study assays. All re-assays were performed in accordance with the SOP.

¢ - Analytical method and data are acceptable. :

d) Pharmacokinetic Results i

 Mean plasma concentrations for bupropion and hydroxybup’ropion'are presvented in
-Tables below. The plasma-concentration time plots for each of the analytes are deplcted
. in Flgures land 2 below. :

Table 7 Arlthmetlc Mean Pharmacokinetic Parameters for Buproplon'
Fasting Study #40431 '
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Table 8 Geometric Means and 90% Confidence ,Inter'val'sBupropion Fasting
Study#40431

Table 9 Additional Study Information

Root mean square error, AUC 0.1273
Root mean square error, Cmax 0.2297
| Ke and AUC: determined for how many subjects‘7 47
__Do you agree or disagree with firm’s decision? Yes
Indicate the number of subjects with the following:
-measurable drug concentrations at 0 hr None
~first measurable drug concentration as Cmax None
Were the subjects dosed as more than one group? No

Table 10 Mean Plasma Bupropion Concentrations, Single-Dose Fastmg
Bioequivalence Study#40431




Figure 1 Mean Plasma Bupropion Concentration Time Plot, Single-Dose Fasfiﬁg
Bioequivalence Study #40431

PLASMA Bupropion XL LEVELS
Bupropion XL TABLET , 150 MG ANDA # 77—=715
UNDER FAST CONDITICNS
DOSE=1 X 150 MG -

FLASMA LEVEL, NGIML

,ll!’»ll»l‘l'lvll‘llll‘l’l{l'lblIlIlll;l;l'l.ll"lll‘l_‘[ll‘l‘llI‘llll,ll.l|II|llllil|
0 1 20 30 40 S0 60 70 8 90 0 10 120
| ~ TIME, HRS e

tt eee | BEE 2

j=TEST 2=REF
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T_able 11 Arithmetic Mean Pharmacokinetic Parametersv for
Hydroxybupropion: Fasting Study#40431

12887.73 13632.08 40.51

13610.27 14391.28| = 41.71
260.39 40.12| 276.38 36.06 0.94
13.57 55.00 13.38 50.97 1.01
0.03 16.80 0.03 ] 17.38 1.02
2452 16.95 25.01 17.40 0.98
11639.98 0.00 | 12443.03 0.00 0.94
12224.04 0.00 13089.65 0.00 0.93
237.77 0.20] 25499 0.17 0.93

Table 12 _Geometric Means and 90% Confidence Intervals for
- Hydroxybupropion: Fasting Study#40431

1 13638.16 ;
13615.97 1440097 |  0.95 88.99 100.10
260.31 276.25| 0.94 89.10 99.36
11639.92 12448.56 | - 0.94 88.83 98.42
12225.37 13098.04| 0.93 88.51 98.43
237.66 254.89| 0.93 88.63 98.09

Table 12 Additional Study Information

| Root mean square error, AUC : 0.1478
‘| Root mean square error, Cmax 0.1462
Ke and AUCi determined for how many subjects? 47
Do you agree or disagree with firm’s decision? Yes
| Indicate the number of subjects with the following:
' -measurable drug concentrations at 0 hr None
__-first measurable drug concentration as Cmax - None
Were the subjects dosed as more than one group? No




Figure 2. Mean Plasma Hydroxybupropion Concentration Time Plot, Slngle—
‘ ' Dose Fasting. B10equ1valence Study# 40431

PLASMA HYDROXYBUFRORION LEVELS
Bupropion XL TABLET , 150 MG ANDA # 77—715
" UNDER.FAST CONDITIONS
DOSE=1 X 150 MG

PLASMA LEVEL, NGML

é
ey

1=TEST 2= REF

25
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o »'COmment_s on Pharniaco‘kinetic AnalySis for the Fasting Study

340431: o IR e

1. -Results v(point estimate, 90% CI) of statistical data analyses from the
~study 40431 are:

For bupropion: LAUCt of 0.91, 86.7-94.7%; LAUCi of 0.91, 86.8-
94.6% and LCmax of 0.94, 87.3-102.3%; and

For hydroxybupropion: LAUCt of 0.94, 88.8-98.4%; LAUCi of
0.93, 88.5-98.4% and L.Cmax of 0.93, 88.6-98.1%.

2. The pharmacokinetic parameters and 90% confidence intervals
calculated by the reviewer agree with the firm’s calculations.

3. The 90% confidence intervals for In-transformed AUCt, AUCinf, and
Cmax for bupropion and hydroxybupropion are within the acceptable
limits of 80-125%. '

WA
RS THIS W7
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2. Single-dose Fed Bioequivalence Study

" a) Study Design

| Study Information

Study Number 40432

Study Title Randomized, 2-way crossover, Bioequivalence Study
of Bupropion 150 mg Extended-Release Tablet and
Wellbutrin™ Following a 150 mg Dose in Healthy
Subjects Under Fed Conditions

Clinical Site SFBC Anapharm Inc.
5160, Boul. Decarie, Suite 300
Montreal, Quebec H3X 2H9
Canada -

Principal Investigator Dr. Richard Larouche

Study/Dosing Dates Period I: 01/12/05

' Period II: 01/26/05

Analytical Site I )

Analytical Director | PRm——

Analysis Dates 1 2/15/05-3/08/05

Storage Period (no. of days from the first day of
| sample collection to the last day of sample
analysns)

84 days (First day.of sample collection: January 12,
2005; last day of sample analysis: March- 8, 2005)

A B

{ Treatment ID
Test or'Reference Test Reference '
| Product Name Bupropion Hydrochloride | Wellbutrin-XL® ,
: Extended Release Tablets, ‘(Bilpr'opion Hydrochloride
‘ . USP . Extended Release) Tablets
.| Manufacturer Watson GlaxoSmithKline = -
| Batch/Lot No. XT4L029 04D014P
| Manufacture Date - 1104 N/A.
Expiration Date TBE 8/2005 .
| Strength _ 150 mg - 150.mg.
-1 Dosage Form  : - . Tablet =~ " Tablet
| Batch Size - s L e SNIAC
Production Batch sze : | e N/A -
| Potency o : , 103%- . 98.6%
"Content Uniformity (mean, %CV) : 101.5%,1.2% - 100.7%,0.7%
Formulation See Appendlx Section B Joes Lo L
Dose Administered - '1x150 mg with 240-mL of | 1x150 mg with 240-mL of
: ' , water at room temp. water at room-temp.:
‘Route of Administration ' ’ Oral R

b(4)

W)
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1 No. of Sequences 2.

‘| No. of Periods 2
No. of Treatments 2
No. of Groups 1
Washout Period 14 days

Randomization Scheme

AB: 1,4,7,8,9,10,15,16,18,19,20,24,26,27,29, 30,31,32,38,39,
41,42,4748 '

.BA:2,3,5,6,11,12,13, 14,17,21,22,23,25,28,33,34,35,36,37,40,

43,4445, 46

Blood Sampling Times

Pre dose (0),1.00, 2.00, 3.00, 4.00, 5.00, 5.50, 6.00, 6.50, 7.00,
7.50, 8.00, 8.50, 9.00, 10.0,12.0, 16.0, 24.0, 36.0, 48.0, 72.0,
96.0, and 120 hours post-dose

Blood Volume Collected/Sample

3mL

Blood Sample Processing/Storage

After collection, blood samples were:placed in an ice water
bath, and centrifuged under refrigeration. The plasma was then -

‘separated, transferred to polypropylene tubes, and immediately
stored at -80°C +15°C pending assay. :

IRB Approval Yes

Informed Consent Yes

Subjects Demographics See Table 1 _

Length of Fasting Following a supervised overnight fast of atleast 10 hours,

| subjects received a standard high fat, high caloric breakfast
which was completely consumed within 30 minutes prior to
, drug administration

FDA Diet Yes

Length of Confinement At least 11 hours pre-dose until after the 24-hour after dosing
for each study period.

| .Safety Monitoring Seated blood pressure and heart rate measurements were

performed prior to dosing and approximately 4, 6, 8 and 24
hours post-dose, in each penod

*Sub #3 took too much concormtant medication during the study period and was not mcluded in the

statistical analysis

Comments on Study Design: The study design is acceptable.
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b) Clinical Results

Table 13. Demographic Profile for Subjects Completing Buproplon HCl Extended -
" Release Tablets Bioequivalence Studles

Category : Project No. 40431 Project No, 40432
Treatment . Treatment R
B 55 Total vl BA Total
Age {yaars) Mean= SD EEES (Y 42210 25=x 11 43212 =14 45213
. Kange 32-65 2%6-60 26-65 21-62 2565 2165
Medizn 513 205 433 435 33 P
N 24 24 48 24 23 45
Ags Groups <18 kY _ﬁ ] 0 ] [}
: 1840 6250% 12 (56094} 18(75%) 10 (41.7%) $0333%) 18(37.5%)
£1-64 17 (8% 1243000 - 2(604%) 14 (58.3%} 15062.5%)  29(60.4%)
65-75 14.2%) ¢ 1 (9 ) 0 1¢3.2%) 1(2.1%)
78 0 B ‘ 0 0 ¢
Gender Female 14(38.3%) 15 (62.5%%) . 25(604%9) B532%) T{92%)  20{41.7%)
Male 104170 9(37.5%) 19{396%) 11 (45.8% 17{70.8%)  28(38.3%)
Race Asizn B o 0 9 9 S
- Black: ¢ 1 . L v(su) -248.3% s} 4(8.3%)
Cancasian (38N Q00 4T 979%) 19 (79.2% 20¢83.3% 39 {81.3%)
Adnerican Hizpanic ~ 164.2%) ¢ oY 2 (}2.5%».3} "2 {8.3’.’«5) 5(104%)
Height(em) ~ Mean= 5D 1673238 675275 (1674288 . ET0.1=93 16942103 | 169.82938
: Range 150.5- 1840 151.5-178.0 15031840 150.0:190.5  146.0-188.0  '146.0-1843
Medizn 16625 1673 1675 1688 178 169.25
: B 24 # 8 24 2 48
v Feizht (kg}  Mean=SD 7053113 67.1:9.9 £.0=107 70.1212.7 Ta4:12] 7182028
o C Range 544-930 516848 516-950 44.3-82.5 499584 4315984
Median . 7035 635 688 £9.00 7505 wSs
» ’ 24 24 48 24 24 48
Bl kg o Mean=SD 252227 236223 26228 241228 2542238 34838
Range W07-263 19.9-288 . 159-298 195288 260294 193194
© Medien ' 258 86 44 236 : 61 247
x : 24 L% 48 P2y ~ 24 48

Dropout Informatlon. No dropout was: reported in this study All 48 enrolled subJects
completed the both periods of the study. However, Sub #3 tooktoo much concomitant
medications (10x500 mg tablets of acetaminophen, 8 caplets of Tylenol sinus during the
study period between 17-hr and 80-hr post-dose in Period 1. The firm therefore demded
-to drop this. subject in: statlstlcal analysm.
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- Table 14. Incidence of Adverse Events in Buproplon HCI1 Extended Release Tablets
Bloeqmvalence Studies

System Class : ‘ _ Projeci No, 40431% Project No. 40432"‘

LCOSTART A B A "B

Gastrointestinal disorders ; '

Constip H g 1{1.4%) 4]
Dizzrhea 18X 0% ¢ 4] ¢
Dry mouth 1{2.0%) 0 141.4%) 1+¢1.4%3
Dyspepsia 120%) 1{2.0%) 0 1 £1.4%3
Pain 0 0 1{1.4%) 4]
Pain abdo 0 2{8.1%)  4456%) 3(4.2%)
Ston! abnomm H] Ei] 1{1.4%) g
Veoenit 9 ¢ 1{1.4%) I{14%)

General disorders and administration site conditions
Asthenia 0 2{4.1%) 1{14%) = §
Chills. : , ) ¢ . 0 1{1.4%)
Edema : R & g 1{1.4%)

Injury, poisoning and procedural romplications
Asthenia : 0. - 1{2:0%) g G

" Pain inject site ‘ Iy 0 - TO8%) 1(1.4%)
Rash injectsite - 4] 1{2.0%) 104%) - 8

- Imvestigations
. Hypertens . ] 4 445.8%) {1 4“»}

. Tachyeardia . D 12.0%) 1{1.4%) 2{28%)

Metabolizm and nntrmon disorders
Anorexia R H P 1{1.4%%) g

Mausculoskeletal and ronnective tiszue disorders )

Mryalgia : ) H G 2 {2.8%} o
Pain , I{20%y 1{20%) 1{1.4%)

Nervous system disorders . : :
Dizziness L ’ : 1(2.0%)  248.1%) . —1{1 4% o ,
Dieam abnorm : i 1{1.4%)
Dyspepsia : -0 ' g 1{1.4%y - §

- Headache : ' CAN2%) 6{122%) S{8.9%) A{58%) .
Scmnclence . . . ) 1020%) . 10Q2.0% ) S 1{1.49%)  1{14%y

Protocol Deviations

“ Thirty-five subjects in Period 1 and 34 subjects in Period 2 exhibited protocol deviations
related to blood draw time — 1-20 rmnutes late except sub#20 penod 1,32 minute late for-
the 1 hr sampling time. In addition, there were 14 instances of samples not obtained

- Sub# 9 and 20 Period 1 at 6.5 hr, Sub#18 period 1 at 10 hr, Sub#19 Period 1 -at 36 hr

Sub#14 period 1 at 96 hr, Sub#16 and 41 Period 1 at 120 hr, sub#28 per1od 2,at6.5hr,"

Sub#28 period 2 at 8. 5hr, Sub#30 Period 2 at 36 hr, Sub#14 period 2 at 48 hr, Sub#7 and"
14 Period 2 at 72 hr and Sub# 42 in Period 2 at 120 hr post-dose (for details please see”
section 14.3 in Volume 1.11, pp 5017- 5021) In this reviewer’s opinion, considering the

'PK profile of each subJect these dev1at10ns were. l’Ilanl' and had no effect on the outcome -
of the study.- : : : '

Comments on Dropouts/Adverse Events/Protocol Deviations:
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- There were 61 adverse events experienced by 31 subjects — 34 with test and 27
~with the reference drug. Forty-five AEs were listed mild in severity, five were -
listed as moderate in severity and one AE was listed as severe in severity. Nine

AEs were listed as unrelated to study drug; 14 as remotely related, 35 possibly
related and three probably related to study drugs.

There was one incidence of vomiting (severe AE) reported by subject #22 at3
days 22 hour and 18 minutes post dose in Treatment B (reference) Period 1. The
Guidance for Industry: Bioavailability and Bioequivalence Studies for Orally
Administered Drug Products — General Considerations (March 2003) stated that
"In the case of modified-release products, the data from subjects who experience

emesis any time during the labeled dosing interval can be deleted".

Since, it is

recommended that Wellbutrin-XL® tablets be administered orally once daily,

therefore, subject #22 should not be excluded from the study analysis.
e There were no serious AE reported in this study. '

» The adverse events and protocol deviations did not compromise the integrity of

the study.

Table 15 Assay Quality Control — Wlthm Study

e) Bioanalytical Results

Inter day Accuracy (%)

o , Bupropion
QC Conc. (ng/mL) 3.02 {3021 | 6042 | 140.98
Inter day Precision .

. 3.62 2.54 | 2.58 3.86
(wCv) : :
99.27 | 101.53

|caL Sta,“da"ds Cone. | 1 00 | 200 |20.04| 40.07 | 80.14 |120.22]160.29]20036
(ng/mL) | ' RN |
{Inter day Precision nan |4 on |
e 198 | 2511225} 1.8 1. 222 ] 191} 1.83
(%CV) § o | 190 12221191 ) 183
Inter day Accuracy (%) {101.00{99.50 | 90.97 [101.60| 102.60 {101.46|101.74|101.66}
Linearity Range o '
|range of R ) 0.9962-0.9988
S B : , Hydroxybuproplon
- JQC Conc. (ng/mL) 3.01 | 60.94 |120.48 | 281. 128
" |Inter day Precision ) '
6.47 7.29 6.83 5.80
(%CV) . ,
Cal. Standards Conc. | 5 | 550 |39.98|79.97 | 150.94 |239.90(319.87|399.84
|(ng/mL)
[Inter day Precision '
404 | 343 | 290 { 3.11 3.16 | 3.05 | 3.20 | 3.55
(% CV) v '
{Inter day Accuracy (%) |99.00 [102.00{93.10 {100.99| 102.58 | 10.21 | 10.53 | 99.69

Linearity Range

0.9951-0.9991
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~|(ran§e of R*) | »

" Comments on Study Assay Quality Control:

Any interfering peaks in None
chromatograms? :

Were 20% of chromatograms included? | YES
Were chromatograms serially or Serially
randomly selected? o

Comments on Chromatograms: For both the analyte and internal standard, there were
no interfering peaks. Peak shapes and baseline formation were satisfactory for the

internal standard and the analyte

c) Bioanalytical Results

Table 16. SOP dealing with analytical repeats

Date of SOP

SOP No. SOP Title .
| ANI 156.08 -| 01/07/2003 - Sample Re-assays and Reporting of Final '
Vol. 1.6, pp 2381-2390 ConceHUations -

‘Table 17 Additional Comments on Repeat Assays

| Were all SOPs followed? Yes
|/ Did recalculation-of plasma concentrations | No
| change the study outcome? . -
|- Does the reviewer agree with the outcome Yes
| of the repeat assays? : RN ‘.
If no, reason for dlsagreement : { N/A

' Summary/Conclusmns, Study Assays

e There were a total of 75 and 145 sample re-assays for buproplon and :
hydroxybuproplon respectively in the study, representing 3.4% and 6.6% of the
~ total study assays. All re- -assays were performed in accordance with the SOP

. Analytlcal method and data are acceptable
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d) Pharmécokinetic Results

“Méan plasma concentrations for bupropion and hydroxybupropion are presented in the
Tables below. The plasma-concentration time plots for each of the analytes are depicted
.in Figures 3 and 4 below.

Table 17. Arithmetic Mean Pharmacokinetic Parameters for Bupropion: Fed Study
#40432

1003.36

| ngehr/mL | 980.77 31.26| 104528  31.05 094
ng/mlL | 77.81 36.12|  83.94] 29.61 0.93

hr . 6.47 21.47 701 2556 0.92

hr-1 0.04 36.27 0.04| 4356 1.00

hr 19.73 3087 2014  30.99 098

| ngehr/mL |891.25 0.04| 95694 003] 093
? ngehr/mL {93439 0.03| 99835  0.03] 0.94
ng/mL | 7357 045, 80.72| 035 091

B ‘Table 18 Geometric Means and 90% Confidence Intervals for Buproplon' Fed
Study #40432

- 1002.01 IR :
980.14| 104392  0.94 89.97| 9781

7770 83.80| = 093] 8649 9874
890.66| 95565 093  8925| 9732
933.79|  997.05|  094|  89.84 97.63

73.49 80.69{  0.91 85.34 97.18
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‘Table 19 Additional Study Information for Bupropion: Fed Study #40432

Root mean square error, AUC = 0.1249
Root mean square error, Cmax 0.1874
Ke and AUCi determined for how many subjects? 47
Do you agree or disagree with firm’s decision? Yes
Indicate the number of subjects with the following:
-measurable drug concentrations at O hr None
-first measurable drug concentration as Cmax None
Were the subjects dosed as more than one group? No

‘Table 20 Mean Plasma Bupropion Concentrations, Single-Dose Fed Bioequivalence

Study#40432

0.00 N/A N/A N/A
0.00 ) 0.00 ) )
0.80 264.17 0.41 227.43 1.97 -
16.20 113.11 7.46 123.57 2.17
39.34 62.21 25.52 68.23 1.54
67.61 41.21 59.21 50.00 " 1.14
61.04 37.98. 63.48 43.99 - 0.96
61.95. 39.24 | 64.51 42,04 0.96
60.96 41.60 64.31 35.46 0.95
59.00 40.53 6322 34.00 | 0.93
56.68 39.45 60.42 33:93 0.94°
54.59 36.17° 59.47 35.15 | 0.92
54.92 35.79 61.42" 35.21 0.89°
51.74 37.49 58.97 35.84 0.88
44.91 35.56 51.50 36.02 0.87
33.25 38.20 38.61 34.80 - 0.86
21.10 36.35 23.90 36.73 0.88
11.82 37.43 12.68 | 33.71 | 093 |
5.72 41.06 5.96 | 40.83" 1 0.96
3.87 44.22 416 1 48.26 | 10.93
1.71 64.15 2,03 60.35 084
0.57 143.64 |- 0.69 134.88 : 0.83 |
0.13 301.74 0.21 ~- 046.87 0.65




Figure 3 Mean Plasma Buproplon Concentratlons-Tlme Plot Smgle-Dose Fed'

Bloequlvalence Study
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‘Table 21. Arithmetic Mean Pharmacokinetic Parameters for Hydroxybuproplon'

Fed Study #40432

113546.48 13958.79
ngehr/mL | 14534.58 43.92| 1498223 41.88 0.97
ng/mL | 287.06| 3636 290.18| 3894 0.99
hr 14.76 37.43 1746| 37.86 0.85
hr-1 0.03 23.09 0.03| 2583 1.02
hr 25.28 2325 26.11| 25.46 0.97
ngehr/mL | 12451.89 0.00| 12847.01 0.00 0.97
ngehr/mL | 1324842 0.00| '13735.75 0.00 0.6
ng/mL 270.95 0.12|  270.05 0.14 1.00

Table 22 Geometric Means and 90% Confidence Intervals for Hydroxybuproplon.-

:Fed Study #40432

1355346  13950.85|  0.97 90.20|  104.10
14537.11 14975.80| - ~0.97 89.70 104.44
287.13|  29020|  0.99 91.78 106.11
12464.15|  12845.59| 097 90.80 103.69
13258.05| 1373560 . 0.97 90.12 103.38
271.08 270.12 1.00 9363| 10757
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Table 19 Addltlonal Study Informatlon Hydroxybuproplon Fed Study340432

E Root mean square error, AUC ' , ~10.1915
| Root mean square error, Cmax : - 1'0.2003
Ke and AUCi determined for how many subjects? |47
Do you agree or disagree with firm’s decision? Yes
Indicate the number of subjects with the following: ,
-measurable drug concentrations at 0 hr | None
-first measurable drug concentration as Cmax None
Were the subjects dosed as more than one group? No

Figure 4 Mean Plasma Hydroxybupropion Concentrations-Time Plot, Single-Dose
Fed Bioequivalence Study

PLASMA HYDROXYBUPROPION LEVELS
Bupropion XL TABLET |, 150 MG ANDA # 77—715
UNDER' FED CONDITIONS
DOSE=1 X 1580 MG -

'PLASMA LEVEL, NGML
o
S

8

,01lll

TIME, HRS

S8 { BE8 2

1=TEST 2= REF
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Comrhehts on Pharmacokinetic Analysis for the Fed Study 40432

1. Sub #3 took too much concomitant medications (10x500 mg tablets of
acetaminophen, 8 caplets of Tylenol sinus during the study period between 17-hr
and 80-hr post-dose in Period 1. The firm therefore decided to drop this subject in
statistical analysis. Inclusion of this subject in statistical data analyses did not

- change the PK study outcome to any significant effect.

2. Results (point estimate, 90% CI) of statistical data analyses from the study 40432
are:

For 'Bupropion: LAUCt 0of 0.93, 88.9-97.4%; LAUCIi of 0.95, 89.6-97.6%
and LCmax of 0.91, 85.3-97.2%; and

- For Hydroxybupropion: LAUCt of 0.97, 90.8-103.7%; LAUCi of 0.97,
90.1-103.4% and LCmax of 0.94, 93.6-107.6%.

3. The pharmacokinetic parameters and 90% confidence intervals calculated by the
reviewer agree with the firm’s calculations. - '

4. The 90% confidence intervals for In-transformed AUCt, AUCinf, and Cmax for
bupropion and hydroxybupropion are within the acceptable limits of 80-125%.

Summary/Conclusions, Single-Dose Fasting and Fed Bioequivalence Studies: The
single-dose fasting and non-fasting BE studies are acceptable.

»
s ¥
A\’"‘Q“ WAL
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B Formulatlon bData

Ingrednents T TAwowmipeTbE
S e | 150mg 0 1300mg -

old)

o

~ C. Dissolutio

'nded method SN e e
" NDA 21-515 (8/28/2003)la e

SR jOlNHCl ST e

© . 0omL3TCEOSC

USP apparatus 1 (basket) at 75 rpm L

/”{Methodl FDA Reco
~Source ‘of Method
~‘Medium: f_‘ S
" Volume: -~
‘_Apparatus

, "Fll’m s proposed spec1ﬁcat10nsl 2hours : T R
8hours LA
- 16 hours e




FDA specifications
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1b. .1
: 2»hour}s}. JE— : 7
4 hours” __ . .. . ,
8 hours: © b4)
12 hours:

D issolution review of ANDA 77-715 (V:Xfirmsnz\watson\trs &reW/7715D0505.doc (reviewed by Dr. Dev

Patel).

! bBased on the submitted dissolution data ANDA 77-715 May 19, 2005.

The firm’s dissolution testing results using the FDA recommended methods are
summarized in the Tables below.

Summary of In Vitro Dissolution Testing

‘Method: USP I (Basket) Original ANDA 77-715 submission date- May 19, 2005
Medium: 0.1IN HCI, 900 mL

Rotational Speed 75 RPM

Results of In Vitro Dissolution Testing (% dissolved)

'Sampling Times

Test Product: Bupropion Hydrochloride E R
Tablets, USP

Reference Product: Wellbutnn XL®
Lot No.: 04D014P

- (Min) Lot No.: XT4L.029 Strength: 150 mg
‘ Strength: 150 mg No of Dosage Units: 12
No of Dosage Units: 12
__Average Range - % SD ~ Average Range % SD
120 . 4 ’ 1-14 4.4 1 0-2 0.6
240 34 . . -.28-43 4.4 21 ' 11-27 4.9
. 380 55 - 50-63. - .38 48 39-55 5.1
480 71 67-77 - 3.1 72 _62-80 52
=600 82 ~ . 79-87 . 2.3 87 -] 8391 . 2.7 .
720. .89 87-92 1.7 93 .~ +89-95 - 19
‘840 930 9095 .| 1.7 95 - 92-96 1.8
960 .94 |7 9297 . 1.7 97 1. 9399 . 1.7
1080 96 | 93-98 1.6 98 94-100 1.6

Sampling Times

Test Product: Buproplon Hydrochloride E R
Tablets, USP '

Reference Product: Wellbutrm XL®
" Lot No.: 4ZP1099 -

(Min) Lot No.: XC5B013 Strength: 300 mg
Strength: 300 mg No of Dosage Units: 12
No of Dosage Units: 12 : .

. Average : Range - % RSD ‘Average - . Range % RSD
120 .14 o 7-24 - 4.6 4 247 1.8
240 40 : 33-49 . 4.8 28 23-33 3.3
380 58 51-67 4.6 49 . 44-55 | 32
480 71 4 65-80 | 4.1 67 - 6272 | 29
600 81 75-89 : 3.6 81 76-84 - .- 2.3
720 . 89.. I - 85-95 { - 28 80 - 8691 | 1.4
840 94 - 91-97 17 93 9296 . 1.0
960 - 96 94-99 w13 95 1 93-97 1.1
1080 98 95-100 1.1 96 96-98 1.1

'ZAméndment 10 ANDA 77-715 submitted for the new 300 mg strength submission date July 27, 2005
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Method: USP I (Basket)
Medium: Water, 900 mL*

Rotational Speed 75 RPM

Results of In Vitro Dissolution Testing (% dissolved)

Sampling Times

Test Product: Bupropion Hydrochloride E R
- Tablets, USP

Reference Product: Wellbutrin XL®

Lot No.: 04D014P

(Min) Lot No.: XT4L029 Strength: 150 mg
Strength: 150 mg No:of Dosage Units: 12
No of Dosage Units: 12
' Average Range % SD Average Range % SD
120 1 0-2 0.3 - 1 0-3 0.6-
240 15 2-19 4.1 4 2.10 2.6
380 27 17-32 3.5 13 8-18 2.6
480 38 28-44 3.5 21 18-25 2.1
600 47 - 37-55 - 4.0 30 27-34. - 21
720 - 56 46-66 4.2 38 34-44 - 2.8
- 840 62 53-72 4.2 47 42-55 3.9
960 68 60-78 4.1 56 49-57 5.7
1080 72 66-83 4.1 64 55-80 6.8

Sampling Times

Test Product: Bupropion Hydrochloride E R
" Tablets, USP

Reference Product: Wellbutrin XL®

Lot No.: 4ZP1099

(Min) Lot No.: XC5B013 Strength: 300 mg
: Strength: 300 mg No of Dosage Units: 12
_No of Dosage Units: 12 o
Average ‘Range % RSD Average Range - % RSD
120 4 : 09 3.1 1 1-4 1.0
240 15 -4-23 6.3 7 2-12 .35
380 27 - 13-34 - 6.7 15 10-19 2.9
480 37 ' 23-49 7:3 21 16-26 - 2.9
600 46 . 33-64. - 8.0 28 . 22-33 3.0
720 55 ¢ 42-75 8.1 34 28-40 3.2
-840 62 50-84 8.2 40 34-47 .35
960 69 1 5891 -~ 8.0 47 40-54 3.8
~1080 74 64-95 - 7.5 53 47-60 4.1
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Method: USP1 (BaSket)
Medium: pH4.5 Acetate Buffer, 900 mL>
Rotational Speed 75 RPM

Results of In Vitroe Dissolution Testing (% dissolved)

Sampling Times

Test Product: Bupropion Hydrochloride E R
- Tablets, USP

Reference Product: Wellbutrin XL®
Lot No.: 04D014P

(Min) Lot No.: XT41.029 Strength: 150 mg
Strength: 150 mg . No of Dosage Units: 12
No of Dosage Units: 12 '

: Average Range % SD Average Range %0 SD
120 0 0-1 ' 0.1 0 0-0 | 0.1
240 14 9-20 3.1 1 1-4 0.8
380 31 28-35 2.2 6 2-11 3.4
480 43 _ 40-46 2.1 14 7-21 | 4.3
600 52 49-56 2.3 22 15-30 | 4.6
720 60 56-63 24 31 22.40 5.3
840 67 63-70. 2.4 40 30.50 6.4
960 73 69-76 - 2.2 49 37-60 - 7.7
1080 78 - 73-80 © 2.2 58 44-70 - 8.5

| 'Sampling Times

" Test Product: Bupropion Hydrochloride E R
Tablets, USP

Reference Product: Wellbutrin XL®
~ Lot No.: 4ZP1099

(Min) Lot No.: XC5B013 - Strength: 300 mg -
‘Strength: 300.mg No of Dosage Units: 12
No of Dosage Units: 12
: Average -Range % RSD Average Range % RSD
120 - 1. 0-5 1.3 R 0-2 0.6
240 15 : 8-22 4.2 3 - 1-9 2.8
380 26 20-33 4.0 6 , 2-12 3.3
- 480 36 - 32-42 3.1 11 2-18 3.9
600 45 40-50 2.9 17 9-23. 4.1
720 - 53 - 47-57 29 23 ; 15-29 - 4.6
840 60 54-65. ~ 3.1 20 22-38 5.2
960 66 60-71 33 35 . - 27-46 - 6.0 -
1080 72 65-76 3.3 42 - 32-54 . 6.8
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Method: USP I (Basket)
Medium: pH6.8 Phosphate Buffer, 900 mL?

e Rotational Speed 75 RPM
K Results of In Vitro Dissolution Testing (% dissolved)
' Test Product: Bupropion Hydrochloride E R Reference Product: Wellbutrin XL®
Sampling Times Tablets, USP Lot No.: 04D014P
-~ (Min) Lot No.: XT4L029 - Strength: 150 mg
- | Strength: 150 mg, No of Dosage Units: 12 .. Noof Dosage Units: 12
‘Average Range % SD - Average Range % SD
120 37 . 34-40 2.0 36 35-37 1.1
240 54 ~ 50-57 2.1 63 61-65 1.3
380 63 58-66 23 ' 79 76-82 1.7
480 68 63-73 . .31 85. 83-87 1.3
600 ~ 72 66-80 44 87 86-89 - 12
720 74 66-80 ~ 4.0 88 87-90 , 1.1
840 74 69-80 3.5 : 89 87-01 | 1.1
960 75 70-79 29 89 88-91 1.1
1080 74 71-79 25 . 89 - 88-91 1.1~
i} ‘Test Product: Bupropion Hydrochlonde ER | - Reference Product: Wellbumn XL®
Sampling Times , Tablets, USP ' Lot No.: 4ZP1099 '
(Min) Lot No.: XC5B013 '  Strength: 300 mg
Strength: 300 mg, No of Dosage Units: 12 No of Dosage Units: 12
Average Range % RSD Average Range % RSD
120 , 35 : 32-43 2.7 35 . 33-38 1.6
240 . - 57 51-70 4.6 59 - 56-62 . 1.7.
380 | 70 . 63-81 4.5 74 71-77 | 1.9
480 79 . 70-88 4.5 84 80-87 1 2.1
600 84 75-87 34 ~ 90 | 85-93 .20
720 : -85 79-87 2.3 ' 92 . 8795 21
-840 : 85 81-87 . . | 1.7 ). -93 88-96 2.1
960 . - . -~ 84. . -] - B1-86 1.6 : 93 89-96 2.0
1080 {83 -80-85 . 15 93 89-96 - 19
Table f, calculation (calculated by the reviewer):
: Test Product "1 - Reference Product-.> . §.. . Dissolution Medium - 1,
Watson’s Bupropion. | GSK’s Wellbutrin XL® 0.1 NHCI - i 62.1
Hydrochloride ER | Lot No.: 04D014P . VFwater: - 434
{ Tablets, USP - | Strength: 150 mg “Acetate buffer (pH 4.5) - 434
_' ISJanN;i;:XE%LSI? ' ’ - Phosphate B}l}lffevl' (pH6.8) | 383
Test Product = - Product " Dissolution Medium . f,
Watson’s Bupropion Watson’s Bupropion - [0.1 NHCl o 68.4
Hydrochloride E R {'Hydrochloridle ER Water , : 885
| Tablets, USP Tablets, USP "Acetate buffer pH45) 61.3
Lot No.: XC5B013 Lot No.: XT41.029 |
* | Strength: 300 mg Strength: 150 mg »Phospha»te Bpffgr (pH 6.8) __ 521
’ 1 GSK’s 0.1 N-HClI _ o , 60.1
WELLBUTRIN® XL, | Water , o 38.2
300 mg | Acetate buffer pH4.5) 30.0
Lot No.: 4ZP1099
| ‘ Phosphate Buffer (pH 6.8) : 40.8




- Comments on Dissolution' Testing:

1. The firm has conducted comparative drssolutlon testing using the following method
- specified in the approval letter for Wellbutrin XL® (NDA 21-515, 8/28/2003):

Medium: 0.1 N HCl at 37°C £ 0.5°C
Volume: 900 mL.
Apparatus: 1 (Basket)

Rotational speed: 75 rpm
Sampling time: 2,4, 8 and 16 hours

2. In addition to the above dissolution testing, the firm has also conducted dissolution
profile testing in each of the following media using USP apparatus 1 (basket) at 7 5
rpm and 900 mL. -

Water -
pH 4.5 buffer
pH 6.8 buffer

3. The 2 value between-the test 150 mg and RLD 150 mg is > 50. However, ‘the f2
values between test 150 mg vs. test 300 mg are >50 in each of the additional 3 media,
‘these values are <50 between the test 150 mg vs RLD 150 mg and the test 300-mg vs
the reference 300 mg

4. With regards to dissolution specifications for stab111ty and quahty control program
the Firm has proposed the following specrﬁcatrons

2 hours: m————"

Abours” ! = T b4y

8 hours: ]
16hour -—

o ,However based on ‘the subrmtted dlssolutlon results the DBE recommends the followmg
- ' specifications: :

Thows: ! e e
~4hours:  ___._ » . o e

.- 8 hours: e
12—hourS‘

i Itis noted that the ﬁrm has commztted to updatzng the drug product speczﬁcatlons to
" _incorporate the drug release testmg requzrements as speczﬁed by the DBE when itis
' requested by DBE (response submitted on March 28; 2006 in response to Telephone

CMC Amendment dated March 20, 2006). -

G 'Addltlonal Comments on Dlssolutl("m 'Testmg°

' Due to concern of dose dumprng for the drug product the Agency currently requests that

additional multi point dissolution testing be conducted on each strength of thetestand - -

~ reference products (12 units each) using the proposed method (i.e., 900 mL, 0.1 N HCl

Apparatus 1,75 rpm) with and w1thout alcohol as descnbed below:-



Testing Condltlons 900 mL 0.1 N HCl, apparatus 1 (basket) @ 75 1pm, w1th and

without the alcohol (see below):

Test 1: 12 units te_:sted according to the proposed method (with 0.1 N
HCl), with data collected every 15 minutes for a total of 2 hours.

Test 2: 12 units analyzed by substituting 5% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 3: 12 units analyzed by substituting 20% (v/v) of test medium with
~ Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

~ Test 4: 12 units analyzéd by substituting 40% (v/v) of test medium with
-Alcohol USP, and data collection every 15 minutes for atotal of 2 hours.

Both test and RLD products must be tested accordingly and data must be provided on
1nd1v1dual unit, means, range and %CV on both strengths. .

APPEARS THIS WAY
“ ON ORIGINAL

45



D. Cohsult Reviews: None

E. SAS Output

46

STUDY DATA

SAS PROGRAM

SAS OUTPUT

3

' <5 . e
Fasting ~ BUPROPFAST BUPROP FAST PK
Study CONC Data.txt Data. txt
40431
; %}2 i
OXYBU FAST  HYDROXYBU FAST
PK Data.txt

CONC Data.txt

Prog.ixt

. ,121‘
- HYDROXYBUPROP
_fast SASProg.txt-

BUPROP FAST SAS

OUTPUT. txt

HYDROXYBU FAST
SAS OUTPUT. txt

f 5 | B
BUPROP FED CONC  BUPROP FED PK

- Data:txt Data. txt
Fed Study :
40432 ' Ll 45
~'HYDROXYBU-FED - ‘HYDROXYBU .FED
PK Data:txt

CONC Data.txt

Bupropion FED SAS
Prog.txt

HYDROXYBUPROP

i FE_D"SAs Prog. txt

|2 =
BUPROP FED SAS
OUTPUT.txt

L
HYDROXYBU FED

- SAS OUTPUT. txt

F. Additional Attachments

None




_ CC:  ANDA 77-715
"ANDA DUPLICATE
Co DIVISION FILE
T ' ~ HFD-650/ Bio Drug File
HFD-650/ Reviewer C. Chaurasia )
HFD-650/ Project manager A. Sigler
HFD-650/ Team Leader M. Makary

V:\firmsnz\watson\ltrs&rev\77715N0505.doc

Endorsements: (Final with Dates)

HFD-650/C. Chaurasia &@Q )5/ %
\7& HFD-650/M. Makary //M /5 (0 6
Al

.,HFD-,650/D.P. Conner ‘ /{{J 7 \g{d§

BIOEQUIVALENCE -- DEFICIENCIES Submission date(s): May 19,
2005, July 2952005, October
12, 2005 and Makh 28, 2006
1. Fasting Bioequivalent STUDY (STF) Strengths: 150 mg \\-
* Clinical: SFBC Anapharm Inc. ' Outcome: AC 7N
12050, Boul. Rene-Levesque Ouest : T
Sainte-Foy, Quebec’ GIV 2K8
Canada

M

o

¢

?:J ’v;v
-

2. Fed Bloequlvalent STUDY (STP) Strengths 150 mg
- Clinical: SFBC Anapharm Inc. S Outcome AC
2050, Boul. Rene-Levesque Quest =~~~ -
Samte—Foy, Quebec GIV2KS -~

3. DISSOLUTION (Dissolution Datz) = Strengths: 150 mg and 300 mg
' : ' - Lo -Outcome IC -

Outcome Decisions: IC- Incomp_lete ’



 DIVISION OF BIOEQUIVALENCE DISSOLUTION REVIEW ~ -

"ANDANo. 77715 '
Drug Product Name Buproplon HCl1 Extended Release Tablet USP
Strength 150 mg -

Applicant Name Watson Laboratories, Inc.
‘Submission Date(s) May 19, 2005 "
- First Generic "‘No '
~ Reviewer - Devvrat Patel PharmD. ' ‘
" File Location OV \ﬁrmsnz\watson\ltrs&rev\77715D0505 doc
Clinical Site -~ SFBC Anapharm Inc.
L - ' 2050 Boul Rene-Levesque Ouest, Samte-Foy, Quebec Canada
- - -Analytical Site - .
EXECUTIVE SUMMARY

: Th1s isa rev1ew of the d1ssolut10n testmg data only

0 USP 28 hsts three d1ssolut10n methods for buproplon extended release tablets However .
- NDA 21-5 15 (W ellbutrin XL®) dissolution method is not listed in the USP 28 Itis noted_

_ : rthat there are. three RLDs for bupropion extended release tablets (NDA 20- 711 Zyban
; fiNDA 20-358 Wellbutnn SR® NDA 21- 515 Wellbutnn XL®) listed in the Orange Book.

A T The ﬁrm conducted d1ssolut10n testmg usmg the NDA 215 15 method The dlssolutlon :
- testing is incomplete because the firm did not submit dissolution data in three additional
~“media.. The firm should conduct: addmonal d1ssolut10n testing in three: other dlSSOhlthIl

| 2 medla (Water USP buffer medla at pH 4 5 and 6. 8) usmg USP Apparatus 1 (Basket) at

S 75 rpm

i 'The DBE W111 review the fasted and fed BE studles at a later date LAl

Ky
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COMNIENTS

1

' The firm has provided the i in-vivo study data summary, dlssolutlon data and
formulation data in the electronic format recommended by the DBE.

21-515, Wellbutrin XL®) 11sted in the Orange Book.

The ﬁrm conducted dissolution testing using the method specified in the

- approval letter for Wellbutrin XL® (NDA 21-515, 8/28/2003)

DEFICIENCY COMlVIENTS

‘In addltlon to the NDA method, the firm is advised to conduct dlssolutlon testingin -
~ three other dissolution media (water, USP buffer media at pH 4.5, and 6.8) using USP
_ Apparatus 1 (Basket) at 75 rpm. Sufficient sampling times are recommended to
- provide assurance against premature release of the drug (dose dumplng) from the
* formulation.

RECOMMENDATIONS

:The ﬁrm should conduct addltlonal dissolution testmg in three other d1ssolut10n e
“media (water USP buffer media at pH 4.5, and 6.8) using USP Apparatus 1 (Basket)’
~-at75 rpm. Sufficient sampling times are recommended to prov1de assurance agamst
o premature release of the drug (dose dumpmg) from the formulatlon

| Mwwﬂ' Paf:r s : | q,\?;‘lluos‘ -

"-,_Devvrat Patel, Pharm.D. = ~  Date
. Division of Bioequivalence, BranchV S
L Ofﬁce of Generic Drugs
/’7 '% A /71’4‘/( AR ‘%«z/.;g o
“Moheb H. Makary, Ph.D.’ S Date L
- Acting Team Leader, Division of Bloequlvalence BranchV -
B Ofﬁce of Genenc Drugs - :
. M%»& 5 7/29%75
“Dale P. Conner, Pharm. D. Date

‘Director, Division of Bioequivalence

Office of Generic Drug

- “USP 28 lists three dissolution methods for buproplon extended release tablets :
~ However, NDA 21- 515 (Wellbutrin XL®) dissolution method is not listedin
the USP 28. It is noted that there are three RLDs for bupropion extended
release tablets (NDA 20-711, Zyban NDA 20-358, Wellbutrin SR® NDA



B IOEQUIVALENCE DEFI CIENCI ES
,'ANDA: 77-715 o APPLICANT Watson Laboratorles,FIncn

DRUG:PRODUCT: Bupropion HCl Extended Release Tablet USP
’ 150 mg-

The Division of Bioequivalence has completed its review of
the dissolution testing portion of your submission (s)
acknowledged on the cover sheet. The review of the

- biocequivalence studies will be conducted later. The
follow1ng def1c1ency has been 1dent1f1ed

lPlease conduct comparatlve dlssolutlon;testing“using*lz
units of each test and reference product in three other
.dlssolutlon media (water, USP buffer media: at’pH 4.5, and
6.8) using USP Apparatus 1 (Basket) at 75 rpm. SuffiCient’
sampling times are recommended to provide assurance agalnst
‘premature release of the drug (dose dumping) from the
'formulatlon

- We acknowledge that you: have prov1ded in-vivo study data,
dissolution data, and formulation data in the electronic

'ffformat recommended by the. Division of Bloequlvalence

 please note that the bioequiValence comments provided in

. this communlcatlon are preliminary. ‘These comments are

‘ﬂsubject to rev1s1on after review of the ‘in v1vo studles

'SincerelYTYOurérh'

P.Dale P Conner' Pharm D

'Dlrector, DlVlSlon of Bloequlvalence “pfm'*

- Office-of" Generic . Drugs o R
~fCenter for Drug Evaluatlon and Research L



CcC: 7775 ;
' ANDA DUPLICATE =

: »DIVISION FILE

- HFD-650/ Bio Drug File

- HFD-650/ Patel ,
- HFD-650/ Project Manager

Endorsements: (Final with Dates)
HFD-650/Patel ¥+ ¢l tlbos |
HFD-650/Makary = #4 m 7/2;/9!

- HFD-650/Thompson

o  HFD- 650/DP Conner /‘% q/ﬁ/,g
' BIOEQUIVALENCE ]NCOMPLETE Subrmssmn date May 19, 2005

[N OTE: The i in vitro testing is mcomplete The fastmg and fed BE studles andv
“waiver request are pendmg rev1ew] :

1. DISSOLUTION_-(Dissoluti'on Data) Strength 150 mg .
- ' AR . Outcome IC o

o 'Outcome Decnsnons IC- Incomplete ‘
. 'WinBio Comments: IC




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77-7T15

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

Paragraph IV Patent Certification

Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg and 300 mg

In accordance with Section 505()(2)(A)(vii)(IV) of the Federal Food, Drug and Cosmetic
Act (21 U.S.C. 355), 21 CFR § 314.94(a)(12) and based on the patent data listed in the
Electronic Orange Book “Approved Drug Products with Therapeutic Equivalence
Evaluations” current through July 26, 2005, Watson Laboratories Inc. certifies that, in its
opinion and to the best of its knowledge, the following mentioned patents are invalid,
unenforceable, or will not be infringed by the manufacture, use, or sale of Bupropion
Hydrochloride Extended-Release Tablets, USP (150 mg and 300 mg), for which this
application is submitted:

U.S. PATENT # EXPIRATION DATE STRENGTH COVERED BY PATENTS
6,096,341 October 30, 2018 |
150 mg and 300 mg
6,143,327 October 30, 2018

In accordance with 21 CFR § 314.95(a) and Section 505()(2)(B)(i), Watson
Laboratories, Inc. further states that, upon receipt of acknowledgment from the FDA
concerning acceptance for review of this submission, appropriate notice regarding this
Paragraph IV certification, as required under 21 CFR § 314.95(c) and Sections
505(G)(2)(B)(ii)-(iv), will be provided to:

)} each owner of the patent which is the subject of the certification or the
representative designated by the owner to receive such notice, and

(I)  the holder of the approved application under section 505(b) of the Act for the
listed drug that is claimed by the patent or the representative of such holder
designated to receive such notice; for which the applicant is seeking approval.

At such time, this application will be amended to certify that such notice requirements
have been met as required under 21 CFR § 314.95(b).

2. m&u 72605

Chnstme M. Woods Date
Associate Director, Regulatory Affairs
Watson Laboratories, Inc.

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com
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@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

Paragraph IV Patent Certification

Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg

In accordance with Section 505 (j) (2) (A) (vii) (IV) of the Federal Food, Drug and
Cosmetic Act (21 U.S.C. 355), 21 CFR § 314.94 (a) (12) and based on the patent data
listed in the Electronic Orange Book “Approved Drug Products with Therapeutic
Equivalence Evaluations” current through March 2005, Watson Laboratories Inc.
certifies that, in its opinion and to the best of its knowledge, the following mentioned
patents are invalid, unenforceable, or will not be infringed by the manufacture, use, or
sale of Bupropion Hydrochloride Extended-Release Tablets, USP (150 mg), for which
this application is submitted:

U.S. PATENT # EXPIRATION DATE STRENGTH COVERED BY PATENTS
6,096,341 October 30, 2018
6,143,327 October 30,2018

150 mg

In accordance with 21 CFR § 314.95 (a) and Section 505 (j) (2) (B) (i), Watson
Laboratories, Inc. further states that, upon receipt of acknowledgment from the FDA
concerning acceptance for review of this submission, appropriate notice regarding this
Paragraph IV certification, as required under 21 CFR § 314.95 (c¢) and Sections 505 (j)
(2) (B) (i1)-(iv), will be provided to:

)] each owner of the patent which is the subject of the certification or the
representative designated by the owner to receive such notice, and

(I)  the holder of the approved application under section 505 (b) of the Act for the
listed drug that is claimed by the patent or the representative of such holder
designated to receive such notice; for which the applicant is seeking approval.

At such time, this application will be amended to certify that such notice requirements
have been met as required under 21 CFR § 314.95 (b).

QAN 2DS

Date

Christifie M. Wood
Associate Director, Regulatory Affairs
Watson Laboratories, Inc.

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 o Website: www.watsonpharm.com

Ue. 22



WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, inc.

Exclusivity Statement

Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg and 300 mg

Watson Laboratories, Inc. acknowledges the following exclusivity:
e Exclusivity for Prevention of Seasonal Major Depressive Episodes in
Patients with Seasonal Affective Disorder (1-497), for Wellbutrin XL®,

Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg,
set to expire on June 12, 2009.

Information related to the above-listed exclusivity (I-497) will not be included in any
Watson labeling until such exclusivity has expired.

ie M. Gw1 Daté
1rector, Regplatory Affairs
atson LaboOratories, Inc.

311 Bonnie Circle, Corona, CA 92880 ¢ Tel: 800/249-5499 « Website: www.watsonpharm.com



@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

Exclusivity Statement

Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg and 300 mg

Watson Laboratories, Inc. acknowledges that, in its opinion and the best of its
knowledge, there are no unexpired exclusivities applicable to Wellbutrin XL®, Bupropion
Hydrochloride Extended-Release Tablets, 150 mg and 300 mg, manufactured for
GlaxoSmithKline.

C?JV@OWLDD%@{ 2605l 205

Christine M. Woods Date D
Associate Director, Regulatory Affairs
Watson Laboratories, Inc.

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com
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@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

Exclusivity Statement

Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg

Watson Laboratories, Inc. acknowledges that, in its opinion and the best of its
knowledge, there are no unexpired exclusivities applicable to Wellbutrin XL®, Bupropion
Hydrochloride Extended-Release Tablets, 150 mg, manufactured for GlaxoSmithKline.

(gl MM 2005

Christine M. Woods Date
Associate Director, Regulatory Affairs
Watson Laboratories, Inc.

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 o Website: www.watsonpharm.com

... 25



OGD APPROVAL ROUTING SUMMARY

ANDA # 77-715 ApplicantWatson Laboratories, Inc.
Drug Bupropion Hydrochloride Extended-release Tablets Strength(s)150 mg and 300 mg
(once daily)

APPROVAL TENTATIVE APPROVAL [X]  SUPPLEMENTAL APPROVAL (NEW STRENGTH) | | OTHER [X|

REVIEWER: DRAFT Package FINAL Package
1. Martin Shimer Date6/11/07 Date6/13/07
Chief, Reg. Support Branch InitialsIM Initialsrlw/for
Contains GDEA certification: Yes KX No 0O Determ. of Involvement? Yes [0 No K
(required if sub after 6/1/92) Pediatric Exclusivity System
RLD = NDA#21-515
Patent/Exclusivity Certification: Yes K No O Date Checked 6/13/07
If Para. IV Certification- did applicant Nothing Submitted
Notify patent holder/NDA holder Yes KX No O Written request issued O
Was applicant sued w/in 45 days:Yes K No [J Study Submitted
Has case been settled: Yes M No O Date settled:2/26/07

Is applicant eligible for 180 day NO

Generic Drugs Exclusivity for each strength: Yes K No []

Date of latest Labeling Review/Approval Summary 5/21/07

Any filing status changes requiring addition Labeling Review Yes O No X

Type of Letter:PIV

Comments:Original application submitted 5/20/05 for 150 mg strength with PIV certs

to '341 and '327 patents. 300 mg amendment added 7/28/05 with PIV certs to same patents.
PIV notices sent 7/21/05 and 7/28/05 to appropriate parties. Litigation filed 9/6/05
against '341 and '327 patents. Litigation dissmissed with prejudice on '341 and '327
patents 2/26/07. Watson is eligible for Full Approval 6/12/07 on the 300 mg strength only
as 180 day exclusivity for Impax product ends. Anchen still holds 180 exclusivity on the
150 mg strength and has not yet gone to market, so Watson is eligible for Tentative
Approval on the 150 mg strength.

2. Project Manager, Thomas Hinchliffe Team 10 Date6/4/07 Date6/11/07
Review Support Branch InitialsTOH Initialstoh
Original Rec'd dateMay 20, 2005 EER Status Pending [0 Acceptable X 0AI O
Date Acceptable for FilingMay 20, 2005 Date of EER Status 4/18/2007
Patent Certification (type)IV Date of Office Bio Review 12/6/2006
Date Patent/Exclus.expiresOct 30, 2018 Date of Labeling Approv. Sum 5/21/07 -150mg
6/4/07 -300 mg
Citizens' Petition/Legal Case Yes[] No K Labeling Acceptable Email Rec'd Yes O No O
(If YES, attach email from PM to CP coord) Labeling Acceptable Email filed Yes O No O
First Generic Yes [0 No [ Date of Sterility Assur. Bpp. NA
Priority Approval Yes O No K Methods Val. Samples Pending Yes O No O
(If yes, prepare Draft Press Release, Email MV Commitment Rcd. from Firm Yes O No O
it to Cecelia Parise)
Acceptable Bio reviews tabbed Yes [0 No K Modified-release dosage form: Yes [0 No[O
Bio Review Filed in DFS: Yes [ No [ Interim Dissol. Specs in AP Ltr: Yes O
Suitability Petition/Pediatric Waiver Yes [J
Pediatric Waiver Request Accepted O Rejected O Pending O
Previously reviewed and tentatively approved X Date JANUARY 31, 2007
Previously reviewed and CGMP def. /NA Minor issued O Date
Comments:
From: Shimer, Martin
Sent: Wednesday, May 16, 2007 12:01 PM
To: Hinchliffe, Thomas; West, Robert L
Subject: RE: Wellbutrin XL

I just spoke with Margaret Choy. Anchen has not Yet launched their 150 mg product.
Therefore, all subsequent applicants will only be eligible for TA.

Marty

From:

Hinchliffe, Thomas



Sent: Wednesday, May 16, 2007 8:53 AM

To: Shimer, Martin; West, Robert L
Subject: RE: Wellbutrin XL
Oh Yes...

Margaret Choy : 949-639-8127

Thomas Hinchliffe, PharmD

LCDR, U.S. Public Health Service
Project Manager

Office of Generic Drugs

Food and Drug Administration
HFD-617, Rm E230, MPN2
301-827-5771

From: Shimer, Martin

Sent: Wednesday, May 16, 2007 8:48 AM
To: West, Robert L; Hinchliffe, Thomas
Subject: RE: Wellbutrin XL

Tom,

Since Anchen was approved for both the 150 mg and 300 mg strengths it is possible that
they began to market both products triggering their exclusivity for the 150 mg as well.
Do you have contact information for someone at Anchen? I'1l call them and verify whether
they ever began to market their 150 mg product.

Marty

From: West, Robert L

Sent: Wednesday, May 16, 2007 7:00 AM
To: Hinchliffe, Thomas; Shimer, Martin
Subject: RE: Wellbutrin XL

I think it is only the 300 mg strength. The 150 mg strength should remain tentatively
approved. ‘

Bob

From: Hinchliffe, Thomas
Sent: Tuesday, May 15, 2007 1:57 PM
To: Shimer, Martin

Ce: West, RQbert L

Subject: Wellbutrin XL

Hey Marty,

On June 18, 2007 a 180 day exclusivity expires which anchen is holding for the bupropion
x1 generic. I've received some requests for final approval. So I know when preparing these
AP packages is it both strengths that are eligible for full approval after the 180 days
expires or just the 300 mg. One firm made mention about only the 300 mg. Let me know

Thanks,
tom

Thomas Hinchliffe, PharmD

LCDR, U.S. Public Health Service
Project Manager

Office of Generic Drugs

Food and Drug Administration
HFD-617, Rm E230, MPN2
301-827-5771



3. Labeling Endorsement

Reviewer: Labeling Team Leader:
Date6/4/07 Date6/4/07
Name/InitialsLG Name/InitialsLG
Comments:

From: Golson, Lillie D

Sent: Monday, June 04, 2007 2:20 PM

To: Hinchliffe, Thomas; Golson, Lillie D

Subject: FW: 77-715, Needs your AP/TA Endorsement

From a labeling standpoint, labeling is acceptable for the 300 mg product. Please endorse
on behalf of Michelle and me.

Thanks

4. David Read (PP IVs Only) Pre-MMA Language included 0O Date 6/13/07
OGD Regulatory Counsel, Post-MMA Language Included 0O Initialsxrlw/for
Comments: Form template utilized.

5. Div. Dir./Deputy Dir. Da§e§/i2/07
Chemistry Div. II InitialsFF

Comments:TA 1/31/07

Curent letter for AP of 300 mg and TA for 150 mg
Dose dumping studies ok

Minor CMC changes ok for AP

6. Frank Holcombe First Generics Only Date6/13/07
Assoc. Dir. For Chemistry Initialsrlw/for
Comments: (First generic drug review)

N/A. Anchen's ANDA 77-284 for this drug product (150 mg and 300 mg) was approved on
12/14/06. 1IMPAX's ANDA 77-415 for this drug product (300 mg strength only)
was approved on 12/15/06.

7. Vacant Date
Deputy Dir., DLPS Initials
RLD = Wellbutrin XL Tablets 150 mg and 300 mg (Once-A-Day)
GlaxoSmithKline NDA 21-515 (001, 002)

8. Peter Rickman Date6/13/07
Director, DLPS . Initialsrlw/for
Para.IV Patent Cert: Yes[] No[;Pending Legal Action: Yes [No [, Petition: Yes[] No[l
Comments:This ANDA was tentatively approved on January 31, 2007. Refer to the
administrative sign-off form completed at that time. Final approval was blocked
at that time by ongoing patent litigation on both the '341 and '327 patents as well
as by Anchen/IMPAX's eligibility for 180-day generic exclusivity for both strengths.

On March 15, 2007, Watson submitted a minor amendment to request final approval
for their 300 mg tablet strength based upon the dismissal on February 26, 2007,
of the patent infringement lawsuit (copy of court's dismissal order provided).
Watson requested that final approval for their 300 mg tablet strength be granted
upon the expiration of Anchen's/IMPAX's 180-day exclusivity. for the 300 mg tablet
strength on June 18, 2007. Note: The agency has concluded that Anchen's/IMPAX's
exclusivity for the 300 mg tablet strength expired on 6/12/07. The agency is not
aware that Anchen/IMPAX have triggered their exclusivity for the 150 mg tablet
strength.

FPL found acceptable for final approval (300 mg strength) 6/4/07 (in DFS). GSK's
I-497 exclusivity has been "carved-out" of the package insert labeling. This is



OR

10.

acceptable.

CMC found acceptable for approval of the 300 mg tablet atrength (and continued
tentative approval of Watson's 150 mg tablet strength) - Chemistry Review #3 dated
4/24/07. Methods validation was not requested.

Robert L. West ’ Date 6/13/07
Deputy Director, OGD Initials RLWest
Para.IV Patent Cert: YeslX No[d; Pending Legal Action: Yes[l Nol; Petition: Yes[] NolX
Press Release Acceptable [

Comments:Acceptable EES dated 4/18/07 (Verified 6/13/07). No "OAI" Alerts noted.

Refer to explanation provided by M.Shimer for regulatory basis for approval of
Watson's 300 mg tablet strength and the continued tentatative approval of Watson's
150 mg tablet strength.

Ethanol/dose~-dumping "pre-mature release"” in vitro data submitted prior to
tentative approval.

Recommendation: Approve Watson's 300 mg tablet strength:;
Tentative Approval (continued) for Watson's 150 mg tablet strength.

Gary Buehler Date 6/13/07
Director, OGD Initials rlw/for
Comments:

First Generic Approval 0 PD or Clinical for BE O Special Scientific or Reg.Issue [

Press Release Acceptable []

Project Manager, Thomas Hinchliffe Team 10 ' Date
Review Support Branch Initials
Date PETS checked for first generic drug (just prior to notification to firm)

Applicant notification:

6/13/07Time notified of approval by phone 6/13/07Time approval letter faxed

FDA Notification:

6/13/07Date e-mail message sent to "CDER-OGDAPPROVALS” distribution list.
6/13/07Date Approval letter copied to \\CDS014\DRUGAPP\ directory.
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Thomas Hinchliffe
6/13/2007 11:16:32 AM



ARCHIVAL COPY
WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

May 21, 2007

ORIG AMENDMENT

-

Gary Buehler, Director (
Office of Generic Drugs P~ / |
CDER, FDA ' Labeling Amendment
Metro Park North II

7500 Standish Place

Rockville, MD 20855

RE: Abbreviated New Drug Application #77-715
Bupropion Hydrochloride Extended-Release Tablets (XL)
150 mg & 300 mg (Once Daily)

** FL ECTRONIC FINAL PRINTED LABELING INCLUDED*#
Dear Mr. Buehler:

Watson Laboratories, Inc. (Watson) is submitting this Labeling Amendment in reference
to the e-mail from OGD titled, “New Warnings for Antidepressant Medications,” dated
May 3, 2007 (attached) in which Watson was requested to submit revisions to the product
‘ labeling and Medication Guide for Bupropion Hydrochloride Extended-Release Tablets
{ (XL), ANDA #77-715, within 30 days from the date of the e-mail.

FDA’s comment appears in bold and italic font below with Watson’s response
immediately following the comment.

...Therefore, we are requesting revisions to your labeling and the antidepressant
medication guides to incorporate the committee’s recommendations. Specifically, we
are requesting the changes found in the link below for the product labeling and the
Medication Guide,

http://www.fda.gov/cder/drug/antidepressants/default. htm

These labeling revisions should be submitted in the form of a “Supplement - Changes
Being Effected” within 30 days from the date of this email. Please submit the insert
labeling in FPL electronically.

»  You are reminded that final printed labels submitted in electronic format must be
actual size, color and clarity.

o The FPL submitted in pdf should be text-based (not image basetgg,; p o g g p
~ECEIVED

o To assist in our review, we request that labeling also be submitted in MS Word

Jormat. MAY 2 2 2007
oGD

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com

e



Bupropion HCl ER Tablets (XL)

150 mg & 300 mg (Once Daily)

Labeling Amendment

ANDA #77-715

May 21, 2007

Watson Laboratories, Inc. Page 2 of 2

* Please provide a side-by-side comparison of your proposed labeling with your
previously approved labeling with all differences annotated and explained.

Please submit the stand-alone Medication Guide that will be dispensed to the patients
for our review.

Ensure the Medication Guide is formatted according to 21 CFR 208.20.

Watson has revised its labeling as requested. Additionally, as discussed between Ernest
Lengle, Ph.D. of Watson and Peter Rickman of OGD on 21 May 2007, Watson removed
the reference to the 150 mg strength. In accordance with 21 CFR §314.94(d)(ii) as
effected June 8, 2004, which required the submission of electronic labeling, Watson
provides one (1) computer CD ROM containing Watson’s proposed labeling in

MS Word, Adobe PDF and XML formats. The CD ROM is located at the front of the
blue Archival Copy of this submission. Please refer to the Table of Contents contained
on the enclosed CD ROM for access to the files and directory pathways. Watson’s
Medication Guide is formatted according to 21 CFR § 208.20; 12 hard copies of the
revised Final Printed Medication Guide are provided in EXHIBIT 1.

As required by 21 CFR §314.94(a)(8)(iv), Watson has included the side-by-side
comparison of its proposed final printed Package Insert, and Medication Guide with the
previously submitted versions of Watson’s labeling (Package Insert and Medication
Guide dated September 2006), with all differences annotated and explained.

Watson encloses one volume each of one (1) Archival and one (1) Review Copy. An
MS Word file of this cover letter is provided on the CD ROM for the reviewer’s
convenience.

Finally, it is Watson’s view that this Labeling Amendment adequately addresses the cited
request. Please contact me by telephone at 951-493-5452 or via facsimile at
951-493-4581 if you have any questions.

Sincerely,

(i

Christine M. Woods
Associate Director
R&D Regulatory Affairs

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCl ER (Wellbutrin XL)\Amendments\2007\17 Labeling Amend
21 MAY 2007\anda 77-715\cover letter.doc



"Dillahunt, Michelle”
<michelle.dillahunt@fda.hhs. To "Dillahunt, Michelle" <michelle.dillahunt@fda.hhs.gov>

ov>
9 cc "Dillahunt, Michelle" <michelle.dillahunt@fda.hhs.gov>
05/03/2007 12:33 PM

Subject New Warnings for Antidepressant Medications

Dear: ANDA Applicant:

Please refer to your abbreviated new drug applications submitted under section
505()) of the Federal Food, Drug, and Cosmetic Act for your antidepressant drug
product.

We additionally refer to the December 13, 2006 meeting of the
Psychopharmacologic Drugs Advisory Committee to discuss FDA’s
meta-analysis of suicidality data derived from placebo-controlled trials of
antidepressants in adult patients with major depressive disorder and other
psychiatric disorders.

Based upon the recommendations made by the committee, additional changes are
needed in antidepressant labeling and medication guides to alert practitioners,
patients, family members and caregivers about an increased risk of suicidal
thinking and behavior (suicidality) in young adults with major depressive disorder
(MDD) and other psychiatric disorders who are taking antidepressant
medications. Changes are also needed to inform practitioners about an apparent
favorable effect of antidepressants on suicidality in older adults and to remind
them that the disorders being treated with antidepressants are themselves
associated with an increased risk of suicidality.

Therefore, we are requesting revisions to your labeling and the antidepressant
medication guides to incorporate the committee's recommendations. Specifically,
we are requesting the changes found in the link below for the product labeling and
the Medication Guide,

bttp://www.fda.gov/cder/drug/antidepressants/default. htm

Simultaneous with this supplement request, FDA has issued a Press Release as
well as updated our Internet site with the revised Medication Guides to alert the
community to this action. Since there are so many MDD products, we feel that



these actions are a better way to alert the community than individual Dear Health
Care Professional (DHCP) letters for each of these products. Thus, we are not
requesting individual DHCP letters.

These labeling revisions should be submitted in the form of a “Supplement - Changes
Being Effected” within

30 days from the date of this email. Please submit the insert labeling in FPL
electronically.

* You are reminded that final printed labels submitted in electronic format
must be actual size, color and clarity.
* The FPL submitted in pdf should be text-based (not image based).
* To assist in our review, we request that labeling also be submitted in MS
Word format.
» Please provide a side-by-side comparison of your proposed labeling with
your previously approved labeling with all differences annotated and explained.

Please submit the stand-alone Medication Guide that will be dispensed to the patients for

our review.
Ensure the Medication Guide is formatted according to 21 CFR 208.20.

Sincerely,
Michelle Dillahunt, PharmD



ARCHIVAL COPY
) WATSON Laboratories, Inc. |

A Subsidiary of Watson Pharmaceuticals, Inc.

ORIG AMENDMENT
M} A

March 15, 2007

Gary Buehler, Director

Office of Generic Drugs

CDER, FDA Minor Amendment
Metro Park North II ' Final Approval Requested
7500 Standish Place

Rockville, MD 20855

RE: ANDA #77-715
Bupropion Hydrochloride Extended-Release Tablets (XL)
150 mg and 300 mg (Once Daily)

| RECEIVED
Dear Mr. Buehler: MAR 1 6 2007

Watson Laboratories, Inc. “Watson” is submitting this Minod Az liiinfetit,{ Finah
Approval Requested in reference to the letter from OGD, dated January 31, 2007 granting
Watson Tentative Approval for the above product (ANDA #77-715).

Watson’s ANDA contains paragraph IV certifications to each of the U.S. Patent Nos.
6,096,341 (the ‘341 patent) and 6,143,327 (the ‘327 patent) under

section 505 (j) (2) (A) (vii) (IV) of the Act stating that the patents are invalid,
unenforceable, or will not be infringed by Watson’s manufacture, use, or sale of
Bupropion Hydrochloride Extended-Release Tablets, 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. for infringement of one or more of these patents that were the
subject of the paragraph IV certifications. This action was brought against Watson prior
to the expiration of 45 days from the date the notice Watson provided under

section 505 (j) (2) (B) (i) was received by the NDA/patent holders. Watson notified the
agency that Watson had complied with the requirements of section 505 (j) (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.
05CV7991.

In the Tentative Approval it was stated “Therefore, final approval cannot be granted until:

1. a. The expiration of the 30-month period provided for in
section 505 ()(5)(B)(iii), currently February 2, 2008,

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL) \Amendr{tents\ZOO 7\Final Approval Request\Cover Letter.doc
311 Bonnie Circle, Corona, CA 92880 ¢ Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



Bupropion Hydrochloride Extended-Release Tablets (XL)

150 and 300 mg (Once Daily)

Minor Amendment - Final Approval Requested

ANDA #77-715

March 15, 2007

Watson Laboratories, Inc. Page 2 of 3

b. the date the court decides that the patent is invalid or not infringed (see
sections 505(G)(5)(B)(iii)(1, (I1I), and (III) , of the Act, or

c. the listed patents has expired, and

2. The Agency was assured there was no new information that would affect whether
final approval should be granted.

On February 26, 2007 the lawsuit filed by Biovail Laboratories International, SRL
against Watson Laboratories, Inc. and all subsequent counter suits was dismissed by the
U.S. District Court for the Southern District of New York. A copy of the Dismissal
Order is provided in EXHIBIT 1.

Based on the dismissal of the lawsuit and in accordance to 21 U.S.C. 355()(5)(B)(ii) of
the Act, Watson believes that our drug product, Bupropion Hydrochloride
Extended-Release Tablets (XL), 300 mg (Once Daily) will be eligible for Final Approval

-as of June 18, 2007 (the date Anchen Pharmaceuticals 180-Day Exclusivity is scheduled

to expire).

With this amendment Watson is requesting a change in ANDA status from Tentative
Approval to Final Approval for Bupropion Hydrochloride Extended-Release Tablets
(XL), 300 mg (Daily).

Watson certifies that except for minor changes noted below, there has been no change in
the CMC section since Tentative Approval was granted to this application.

1. Watson wants to clarify and update previously submitted information. In the
original application, Watson provided contract testing laboratory information for

located in . However, the actual
testing done by — © was performed at their  =womess : h\M
facility. In addition, since the time the application was filed, = s

e Jocated in  we===  haschanged itSname t0 = emaomooses

Provided below is the full address and contact information for = -
formerly ~ Provided in EXHIBIT 2 are

e CGMP Statement, Debarment Certification, FDA Establishment
Inspection information and a press release from their website regarding the name
change.

v(®)

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\2007\Final Approval Request\Cover Letter.doc



Bupropion Hydrochloride Extended-Release Tablets (XL)

150 and 300 mg (Once Daily)

Minor Amendment - Final Approval Requested

ANDA #77-715

March 15, 2007

Watson Laboratories, Inc. Page 3 of 3

2. Watson hereby withdraws Watson’s test method, RNOT-00013-00, Test Method
for Hydroxypropyl Cellulose, NF { = s=ecsema= , filed in the Addition of
300 mg Product Strength Major Amendment submitted July 27, 2005, on pages
159-170. The test method RNOT-00013-00 has not been and will not be used to
test Hydroxypropyl Cellulose, NF. Testing for the Inactive Ingredient,
Hydroxypropy! Cellulose, NF, for submission batches was conducted by e h@)

: coseese using USP/NF tests and specifications

(Certificate of Analysis from === is on pages 110-112 of the Original

Application submitted May 19, 2005 and is provided for the ease of the reviewer

in EXHIBIT 3). Because =~ will be used for testing of future lots of

Hydroxypropyl Cellulose, NF used in the manufacture of commercial batches,

withdrawal of test method RNOT-00013-00 will have no impact. Watson

commits to maintain current test procedures and specifications for all ingredients
used in the manufacture of the drug product to the most current official USP/NF
monographs, whenever applicable.

Watson acknowledges its commitment in the Telephone Amendment dated

January 19, 2007 to submit revised Master Batch Records with target ranges for upper
limits for each functional coating of the 300 mg strength product in a Post Approval
Supplement.

We have enclosed one (1) Archival and one (1) Review Copy. In accordance with
21 CFR §314.96(b), one (1) Field Copy of the Amendment will be forwarded to the
manufacturing facility’s District Office, in Jamaica, NY. Watson Laboratories, Inc.
certifies that the Field Copy is a true copy of the technical section contained in the
Archival and Review Copies of this Amendment.

Watson trusts this information submitted is sufficient for this amendment to be evaluated
and our application approved. IfI can assist with the review of this amendment, please
contact me by telephone at (951) 493-5446, or by facsimile at (951) 493-4581.

Sincerely,

% /M ’
rmest Lengle, %

Executive Director
Regulatory Affairs

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\2007\Final Approval Request\Cover Letter.doc



OGD APPROVAL ROUTING SUMMARY

ANDA # 77-715 ApplicantWatson Laboratories, Inc.
Drug Bupropion Hydrochloride Extended Release Tablets, USP Strength(s)150 mg and 300 wmg

APPROVAL [] TRNTATIVE APPROVAL J SUPPLEMENTAL APPROVAL (Nmw srteEwctm) [] ormme (]

REVIEWER: DRAYY Package PIMAL P .
1. Martin Shimer pate8 ACN AL Date
Chief, Reg. Support Branch Initials il‘" Initials
Contains GDEA certification: E/No a Determ. of Involvement? Yes I No O
(required if sub after 6/1/92) Pediatric Exclusivity System
RID = NDAR
Patent/Exclusivity Certification: Yes El/No a Date Checked
I1f Para. IV Certification- did app11;7( Nothing Submitted g
Notify patent holder/NDA holder Yes No O Written request issued O
Was applicant sued w/in 45 days:Yes No O Study Submitted ]
Has case been gettled: Yes O No Date settled:

Is applicant eligible for 180 day
Generic Drugs Bxclusivity for each strength: Yes 0 No

Date of latest hhcling Rwiw/hwreval Summsary Mv\ . D/ ue .Q\

Any f£iling status s requiring muum mnnng w £ _ﬁu

Type of Letter: o ‘Bl 237 @70 '-(G‘DM/S l

Comments : ewwcﬁmﬁ‘wmég “Dm\w&o(- N“{ /b/OS"' b flﬂ

l.—
2. Project Manager, Thomas Hinchliffe Team 10 Dated/2/06 Date

Review Support Branch InitialsTOH Tnitials
Original Rec'd dateMay 20, 2005 EER Status Pending [0 Acceptable B OAI [
Date Acceptable for FilingMay 20, 2005 Date of EER Status 8/5/2005
Patent Certification (type)IV Date of Office Bio Review 12/6/2006
Date Patent/Exclus.expiresOct 30, 2018 Date of Labeling Approv. Sum 12/6/2006
Citizens' Petition/Legal Case Yes@ No [J Labeling Acceptable Email Rec'd Yes [J No
(If YES, attach email from PM to CP coord) Labeling Acceptable Email filed Yes [0 No B
First Generic Yes 0 No OO Date of Sterility Assur. App. NA
Priority Approval Yes O No B Methods Val. Samples Pending Yes O No B

(If yes, prepare Draft Press Release, Email MV Commitment Rcd. from Firm Yes No [J

it to Cecelia Parise)

Acceptable Bio reviews tabbed Yes [0 No B Modified-release dosage form: Yes No OO

Bio Review Filed in DFS: Yes B No O Interim Dissol. Specs in AP Ltr: Yes
Suitability Petition/Pediatric Waiver

Pediatric Waiver Request Accepted [0 Rejected [ Perding O

Previously reviewed and tentatively approved (m} Date
Previously reviewed and CGMP def. /NA Minor issued 0 Date
Comments:
3. Labeling Endorsement
Reviewer: Labeling Team Leader:
Datel2/13/2006 Date_12/13/2006
Name/InitialsCharlie Hoppes/CVH Name/Initials Lillie
Golson/lg
Comments:
AP summary drafted 12/6//2006 remains acceptable..no new labeling approvals for the
RLD.
4. David Read (PP IVs Only) Pre-MMA Language included O Date 12/13/06

OGD Regulatory Counsel, Post-MMA Language Included [ InitialsDTR
Comments:changes saved to v drive



Datel/29/07

Div. Dir./Deputy Dir.
/Deputy InitialsFF

Chemistry Div. II

Comments:Composition statement has been revised to delineate correctly both the ER

and DR coating levels. (Amendments dated 1/19 and 1/26/07)

OR

10.

CMC ok
Frank Holcombe First Generics Only Datel/31/07
Assoc. Dir. For Chemistry Initialsrlw/for

Comments: (First generic drug review)

N/A. Anchen's ANDA 77-284 for this drug product (150 mg and 300 mg) was approved
on 12/14/06. IMPAX's ANDA 77-415 for this drug product (300 mg) was approved
on 12/15/06.

Vacant Datel/31/07
Deputy Dir., DLPS _ Initialsrlw/for
RLD = Wellbutrin XL Tablets 150 mg and 300 mg (Once-a-Day)

GlaxoSmithKline NDA 21-515 (001, 002).
Peter Rickman Datel/31/07
Director, DLPS . Initialsrlw/for

Para.lV Patent Cert: Yes[] No[};Pending Legal Action: Yes [ No [J;Petition: Yes[ No[l
Comments:Bioequivalence studies (fasting and non-fasting) on the 150 mg tablet
strength found acceptable 7/5/06. Dissolution studies on both strengths found
acceptable upon submission and review of additional dissolution studies related

to dose-dumping in alcoholic media. Waiver granted to the 300 mg tablet strength
under 21 CFR 320.22(d) (2). Bio study sites have acceptable DSI inspection
histories. Review entered into DFS 12/6/06 B.Davit, Ph.D.

Labeling found acceptable for approval 12/6/06.

CMC found acceptable (Chemistry Review #2) 12/13/06. Methods validation
was not requested.

Robert L. West Date 1/31/07
Deputy Director, OGD Initials RLWest
Para.IV Patent Cert: YesB Nol}; Pending Legal Action: YesB No[l; Petition: Yes[] Nol
Press Release Acceptable O

Comments:Acceptable EES dated 8/5/05 (Verified 1/31/07). No "OAI"™ Alerts noted.

When this ANDA was submitted on May 19, 2005, it only provided for the
150 mg strength tablet. The 300 mg tablet strength was added via amendment dated
July 27, 2005.

Watson made paragraph IV certifications to the '341 & '327 patents and was
sued on both patents within the 45-day period. Litigfation is ongoing. The 30-
month period expires on 2/2/08.

There was a Citizen Petition pending before the agency on this drug
product. The petition was answered at the time of approval of Anchen's ANDA.

This ANDa is recommended for Tentative Approval.

Gary Buehler Date 1/31/07
Director, OGD Initials rlw/for
Comments:

First Generic Approval [J PD or Clinical for BE O Special Scientific or Reg.Issue OJ

Press Release Acceptable O

Project Manager, Thomas Hinchliffe Team 10 Datel/31/07




Review Support Branch : Initials TOH
Date PETS checked for first generic drug (just prior to notification to firm)

Applicant notification:
10:30Time notified of approval by phone 10:30Time approval letter faxed

FDA Notification:

1/31/07Date e-mail message sent to "CDER-OGDAPPROVALS" distribution list.
1/31/07Date Approval letter copied to \\CDS014\DRUGAPP\ directory.

APPEARS THIS WAY
ON ORIGINAL
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Thomas Hinchliffe
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@ WATSON Laboratories, Inc. AL COPY

A Subsidiary of Watson Pharmaceuticals, Inc.

. January 26, 2007
Mr. Gary Buehler
Director, Office of Generic Drugs (HFD-600) ORIG AMENDMENT
OGD, CDER, FDA )
Metro Park North II \\_‘3“ '

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Telephone CMC Amendment
RE: ANDA #77-715

Bupropion Hydrochloride Extended-Release Tablets (XL)
150 mg and 300 mg (Once Daily)

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Telephone CMC Amendment to provide a
complete response to OGD’s faxed comments of January 24, 2007 (see attached) in
support of Bupropion HC1 Extended-Release Tablets (XL), 150 and 300 mg (Once
Daily), ANDA #77-715. FDA’s comments appear in bold italic font below, with
Watson’s response immediately following each comment.

1) On January 11 and 17, 2007 in telephone conversations, Watson was asked to
provide updated Components and Composition Tables for both the 150 mg and
- 300 mg strengths. Updates should have included:

a) ‘Amount per Coated Tablet (%)’ —provided but with errors

-

b(4)

3

%«ig:bu bt ¥V oilSf

JAN 2§ 2007
311 Bonnie Circle, Corona, CA 92880 ¢ Tel: 800/249-5499 ¢ Website: wv@@&gn{p@rmc‘o?g



Bupropion HCI Extended-Release Tablets (XL)
®

150 mg and 300 mg (Once Daily)
Telephone CMC Amendment to ANDA #77-715

January 26, 2007
Watson Laboratories, Inc. Page 2 of 4

—

b) ‘Amount per Tablet (mg)’ —not provided

rf”"

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HC! ER (Wellbutrin XL)\Amendments\2007\15 Tele Amend 26
JAN 2007\1-CL Final 26JAN2007.doc




Bupropion HCI Extended-Release Tablets (XL)
150 mg and 300 mg (Once Daily)

Telephone CMC Amendment to ANDA #77-715
January 26, 2007

Watson Laboratories, Inc. Page 3 of 4
TABLE 1
Calculations for Amount per Tablet (mg)
AMOUNT PER 150 MG AMOUNT PER 300 MG
INGREDIENT TABLET (mg) TABLET (mg)

F

b(4)

_

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\dmendments\2007\15 Tele Amend 26
JAN 2007\1-CL Final 26JAN2007.doc




@ Bupropion HCI Extended-Release Tablets (X1)
® 150 mg and 300 mg (Once Daily)

Telephone CMC Amendment to ANDA #77-715

January 26, 2007
Watson Laboratories, Inc. Page 4 of 4

c) All calculations were asked to be shown —not provided

In the January 26, 2007 teleconference, Watson clarified the necessary
calculations as shown in TABLE 1 above. It was mutually agreed that
additional calculations are not required.

According to our calculations, the updated Components and Composition tables
provided for both strengths do not fully address this request. Please provide the
requested information above. Also, please be sure all Theoretical Core and Coated
Tablets weights are updated.

Watson believes the Components and Composition Statements provided herein for
both strengths now fully address the Agency’s request and that all Theoretical Tablet
Core and Coated Tablet Weights are accurate.

Watson has enclosed one (1) Archival and one (1) Review Copy. In accordance with
21 CFR §314.96(b), one (1) Field Copy of the Amendment will be forwarded to the
manufacturing facility’s District Office, in Jamaica, NY. Watson Laboratories, Inc.
certifies that the Field Copy is a true copy of the technical section contained in the
Archival and Review Copies of this Amendment.

Please contact me by telephone at 951-493-5452 or by fax at 951-493-4581 if you have
any questions or if I can assist you with the review of this application.

Sincerely,

OrmistrolDectly

Christine M. Woods
Associate Director
R&D Regulatory Affairs

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\2007\15 Tele Amend 26
JAN 2007\1-CL Final 26JAN2007.doc
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DEPAKIVIEN] UrF HEALIH ANU HUIVIAN SERVIUVED T
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION .
CENTER FOR DRUG EVALUATION AND RESEARCH
QFFICE OF GENERIC DRUGS (HFD-GQO).
7500 STANDISH PLACE, ROCKVILLE, MD 20855

DATE:_‘L@? 9, 207

TO: . (Mais b Vst FROM _?;342%4 S)Q_éé

PHONE: 95/.443% 5452 PHONE: 201- £27. 72/
FAX:_495]. 493. 458/ | Fax: (301 443> 3829

TOTAL NUMBER. OF PAGES:_. 7
(EXCLUDING COVER SHEET) '

SPECIAL INSTRUCTIONS:

Plae e atbohod

~W : LI-F/5 ANDA

"THIS DOCUMENT IS INTENDED ONLY FOR THE USE QF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT !S PRIVILEGED, CONFIDENTIAL, AND PROTECTED
FROM DISCLOSURE UNDER APPLICABLE LAW. If you are nat the addresses, or a person
authorized to deliver-the document to the addressee, you are hereby notified that any review,
disclasure, dissemination, copying, or other action based on the content of the cammunicaton Is

not autharized. If you have received this decument in error, please immediately notify us by
telephone and return it to us at the above address by mail. Thank you,

JAN-24-2087 89: 32AM  FAK: ID:R A PAGE: 801 R=1@0%
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36, CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 77-715 APPLICANT: Watson Laboratories, Inc.

DRUG PRODUCT: Bupropion Hydrochloride Extended Release Tablets, USP
150 mg and 300 mg

Deficiency FAXED to Watson January 24, 2007;

The deficiencies presented below represent MINOR deficiencies and the current

review cycle will remain open. You should respond to these deficiencies with a

telephone amendment within ten days. If you have questions regarding these

deficiencies please contact the Project Manager, Tom Hinchliffe, at 301-827-5771.

Please submit documentation by fax to the attention of the Project Manager at

301-443-3839. Please also submit official hard copies of any faxed documentatzon
to the Document Room,

1) On January 11 and 17, 2007 in telephone conversations, Watson was asked to provide
updated Components and Composition Tables for both the 150 mg and 300 mg strengths.
Updates should have included:

a) ‘Amount per Coated Tablet (%)’ —provided but with errors
b) ‘Amount per Tablet (mg)’ —not provided
¢) All calculations were asked to be shown — not provided

According to our calculations, the updated Components and Composition tables
provided for both strengths do not fully address this request. Please provide the
requested information above. Also, please be sure all Theoretical Core and Coated
Tablet weights are updated.

: i TOTAL P. B2
JAN-24-2807 @9:32AM  FAX: ID:R A PAGE: P2 R=97%
- — r /e



@® WATSON Laboratories, Inc. ARCHIVAL COPY

A Subsidiary of Watson Pharmaceuticals, Inc.

O January 19, 2007 ORIGINAL

Mr. Gary Buehler

Director, Office of Generic Drugs (HFD-600)

OGD, CDER, FDA

Metro Park North II

7500 Standish Place, Room 150 OR IG A JE DMENT

Rockville, MD 20855-2773 gl b
A e B3 0 - A

Telephone CMC Amendment

RE: ANDA #77-715
Bupropion Hydrochloride Extended-Release Tablets (XL)
150 mg and 300 mg (Once Daily)

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Telephone CMC Amendment to provide a
complete response to OGD’s telephone comments of January 11 and 17, 2007 in support
of Bupropion HCI Extended-Release Tablets (XL), 150 and 300 mg (Once Daily), ANDA
#77-715. FDA’s comments appear in bold italic font below, with Watson’s response
immediately following each comment.

1. The — coating for the Extended-Release Tablets .

bd

T o
Lo =0

JAN 4 g 2007
311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharmecom. .-, + sy gy



Watson Laboratories, Inc.

Bupropion HCI Extended-Release Tablets (XL)
150 mg and 300 mg (Once Daily)

Telephone CMC Amendment to ANDA #77-715
January 19, 2007

Page 5 of 5

Sincerely,

Christine M. Woods
Associate Director
R&D Regulatory Affairs
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Food and Drug Administration
Rockville, MD 20855

To: ANDA 77284
ANDA 77415
ANDA 77715

From: Barbara M. Davit, Ph.D., J.D., Deputy Director, Division of Bioequivalence,
Office of Generic Drugs

Re: Acceptability of in vitro dissolution testing on 300-mg strength of Bupropion

Hydrochloride Extended-Release Tablets

Date: December 14, 2006

Upon a final look at the ANDA reviews for bupropion hydrochloride extended-release tablets,
we determined that the ANDA applicants' approach to demonstrating bioequivalence for the 300
mg had not been characterized accurately. The reviews indicate that a waiver was granted for
the 300 mg strength and 21 CFR 320.22(d) is cited as the regulatory basis for the waiver. The
term waiver and 21 CFR 320.22(d) should not have been used to characterize the applicants'
approach to demonstrating bioequivalence for the 300 mg strength.

Wellbutrin XL (150 mg) is the reference listed drug. As stated in the response to the Agency's
citizen petition, ANDA applicants conducted both fed and fasted in vivo bioequivalence studies
(Docket No. 2005P-0498). ANDA applicants used the 150 mg strength in these in vivo studies
to demonstrate bioequivalence.

Bioequivalence studies are generally conducted using the highest strength of the drug product.
Given the dose-related risk of seizures associated with bupropion, however, we had determined
that it was appropriate to conduct the in vivo bioequivalence studies using the 150 mg strength.
Bioequivalence studies for the 300 mg dose of the extended-release tablet were conducted in
vitro. In other words, we concluded that in vivo bioequivalence studies, which are conducted
using healthy volunteers rather than patients, should not be done using the 300 mg strength.
Dena Hixon, M.D., OGD's Associate Director for Medical Affairs, previously concurred with
this approach for the sustained-release formulation. Based on the labeling for the Wellbutrin
products, 300 mg Wellbutrin gives the same daily systemic bupropion exposure regardless of
whether the drug product is IR, SR, or XL. One can infer that the 300-mg dose will provide the
same toxicity. Therefore, the reasoning regarding bioequivalence studies for the sustained-
release product is applicable to the 300 mg dose of the XL tablet.

Therefore, the Agency deemed it appropriate for ANDA applicants to demonstrate
bioequivalence for the 300 mg strength by submitting data showing that their 150 and 300 mg
strength formulations were proportionally similar in their active and inactive ingredients and
establishing acceptable in vitro dissolution profiles. This approach is consistent with 21 CFR
320.24(b)(6).



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

Barbara Davit
12/14/2006 12:02:15 PM
BIOPHARMACEUTICS
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Food and Drug Administration
Rockville, MD 20855

To: ANDA 77284
ANDA 77415
ANDA 77715

From: Barbara M. Davit, Ph.D., J.D., Deputy Director, Division of Bioequivalence,
Office of Generic Drugs

Re: Metabolite measurement in bioequivalence studies of bupropion hydrochloride

extended-release tablets submitted to ANDASs

Date: December 14, 2006

Please note that this memo was originally submitted to DFS on December 13, 2006. This memo
corrects an error in the title of the December 13™ memo, but is otherwise identical.

This memorandum provides clarification on the issue of metabolites discussed in the Agency
response to Biovail's December 20, 2005 citizen petition (Docket # 2005P-0498).

Based on its experience and expertise, the Agency developed the guidance titled Bioavailability
and Bioequivalence Studies for Orally Administered Drug Products — General Considerations
(BA/BE guidance). The BA/BE guidance provides recommendations on bioavailability and
bioequivalence (including the Agency's current thinking on when it may be appropriate to
measure metabolites).

The sponsor for Wellbutrin XL measured the parent drug bupropion as well as the three
metabolites hydroxybupropion, threohydrobupropion, and erythrohydrobupropion. Sponsors
submitting new drug applications (NDA) generally conduct studies to demonstrate the safety and
effectiveness of the drug and, in the process, often collect as much information as they can to
characterize the drug product. This may include information on all detectable metabolites. In
this setting, the purpose of an in vivo bioavailability or bioequivalence study is to determine
whether certain conditions consistent with a controlled-release dosage form are met. (BA/BE
guidance, at p. 15-16; see also 21 CFR 320.25(£)(2)).

Sponsors submitting abbreviated new drug applications (ANDA), on the other hand, generally
conduct studies for a different purpose than do NDA applicants. That is, an ANDA applicant is
expected to submit information on (among other things) bioequivalence to demonstrate that its
product delivers the active ingredient or moiety at the same rate and extent as the NDA sponsor's
reference listed drug.



Page 2 - [Memo to the File, Metabolite Measurement in BE Studies of Bupropion HCI ER Tabs]

The Agency applied the current recommendations in the BA/BE guidance to ANDA applicants
for generic bupropion HCI extended-release tablets in considering which metabolites should be
measured for the purposes of generic drug bioequivalence.'

Accordingly, we currently expect ANDA applicants for generic bupropion HC! extended-release
tablets to measure the parent drug bupropion and the metabolite hydroxybupropion. We do not
expect ANDA applicants to measure the other two metabolites (i.e., threohydrobupropion and
erythrohydrobupropion). As explained in the Agency's response to the above-referenced citizen
petition, our expectation is based, in part, on the relative potencies and exposure of the parent
drug and metabolites. In addition, there is currently insufficient scientific evidence upon which
we can reasonably determine whether threohydrobupropion and erythrohydrobupropion are
formed as a result of gut wall or other presystemic metabolism. We expect that measurement of
bupropion, together with the metabolite hydroxybupropion, would be a scientifically reasonable
and reliable indicator of the drug's activity for purposes of demonstrating that generic bupropion
HCl extended-release tablets are bioequivalent to Wellbutrin XL.

The Office of Generic Drugs consulted with the Division of Neurology Products and the
Division of Pharmacology I on the application of the BA/BE guidance with respect to the issue
of metabolites. All three components of the Agency concurred that measurement of bupropion,
together with the metabolite hydroxybupropion, would be a reliable and reasonable indicator of
the drug's activity for the purposes of demonstrating generic drug bioequivalence.

APPEARS THis W
ON ORIGINAL A

' We note that before the Agency developed and posted the BA/BE guidance, the Agency expected ANDA
applicants for bupropion HCI tablets to measure the parent drug bupropion as well as the three metabolites
hydroxybupropion, threohydrobupropion, and erythrohydrobupropion. After re-evaluating the metabolite issue in
light of the current recommendations in the BA/BE guidance, the Agency concluded it was not necessary for
ANDA applicants to measure all three metabolites as discussed above.
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Rockville, MD 20855

To: ANDA 77284
ANDA 77415
ANDA 77715
From: Barbara M. Davit, Ph.D., J.D., Deputy Director, Division of Bioequivalence,
Office of Generic Drugs
Re: Recommendations for in vivo bioequivalence studies of chlorpromazine tablets
Date: December 13, 2006

This memorandum provides clarification on the issue of metabolites discussed in the Agency
response to Biovail's December 20, 2005 citizen petition (Docket # 2005P-0498).

Based on its experience and expertise, the Agency developed the guidance titled Bioavailability
and Bioequivalence Studies for Orally Administered Drug Products — General Considerations
(BA/BE guidance). The BA/BE guidance provides recommendations on bioavailability and
bioequivalence (including the Agency's current thinking on when it may be appropriate to
measure metabolites).

The sponsor for Wellbutrin XL measured the parent drug bupropion as well as the three
metabolites hydroxybupropion, threohydrobupropion, and erythrohydrobupropion. Sponsors
submitting new drug applications (NDA) generally conduct studies to demonstrate the safety and
effectiveness of the drug and, in the process, often collect as much information as they can to
characterize the drug product. This may include information on all detectable metabolites. In
this setting, the purpose of an in vivo bioavailability or bioequivalence study is to determine
whether certain conditions consistent with a controlled-release dosage form are met. (BA/BE
guidance, at p. 15-16; see also 21 CFR 320.25(£)(2)). \
Sponsors submitting abbreviated new drug applications (ANDA), on the other hand, generally
conduct studies for a different purpose than do NDA applicants. That is, an ANDA applicant is
expected to submit information on (among other things) bioequivalence to demonstrate that its
product delivers the active ingredient or moiety at the same rate and extent as the NDA sponsor's
reference listed drug.

The Agency applied the current recommendations in the BA/BE guidance to ANDA applicants
for generic bupropion HCI extended-release tablets in considering which metabolites should be
measured for the purposes of generic drug bioequivalence.’

' We note that before the Agency developed and posted the BA/BE guidance, the Agency expected ANDA
applicants for bupropion HCl tablets to measure the parent drug bupropion as well as the three metabolites
hydroxybupropion, threohydrobupropion, and erythrohydrobupropion. After re-evaluating the metabolite issue in
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Accordingly, we currently expect ANDA applicants for generic bupropion HCI extended-release
tablets to measure the parent drug bupropion and the metabolite hydroxybupropion. We do not
expect ANDA applicants to measure the other two metabolites (i.e., threohydrobupropion and
erythrohydrobupropion). As explained in the Agency's response to the above-referenced citizen
petition, our expectation is based, in part, on the relative potencies and exposure of the parent
drug and metabolites. In addition, there is currently insufficient scientific evidence upon which
we can reasonably determine whether threohydrobupropion and erythrohydrobupropion are
formed as a result of gut wall or other presystemic metabolism. We expect that measurement of
bupropion, together with the metabolite hydroxybupropion, would be a scientifically reasonable
and reliable indicator of the drug's activity for purposes of demonstrating that generic bupropion
HC] extended-release tablets are bioequivalent to Wellbutrin XL.

The Office of Generic Drugs consulted with the Division of Neurology Products and the
Division of Pharmacology I on the application of the BA/BE guidance with respect to the issue
of metabolites. All three components of the Agency concurred that measurement of bupropion,
together with the metabolite hydroxybupropion, would be a reliable and reasonable indicator of
the drug's activity for the purposes of demonstrating generic drug bioequivalence.

APPEARS THIS WAY
ON ORIGINAL

light of the current recommendations in the BA/BE guidance, the Agency concluded it was not necessary for
ANDA applicants to measure all three metabolites as discussed above.
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To: ANDA 77-715, Watson Laboratories, Inc., Bupropion HC] Extended Release Tablets

From: Barbara M. Davit, Ph.D., J.D., Deputy Director, Division of Bioequivalence, Office of
Generic Drugs

Through: Dale P. Conner, Pharm. D., Director, Division of Bioequivalence, Office of Generic
Drugs

Re: Results of in vitro alcohol dose-dumping study comparing Watson’s Bupropion HCl1 ER
Tablet with Wellbutrin XL

Date: December 4, 2006

ANDA 77-715, Watson, Bupropion HC! Extended-Release Tablets versus Wellbutrin® XL
In Vitro Dose-Dumping Study in 0.1 N HC] With Ethanol Added
Summary of Study Findings and Discussion of Results

Summary: At the request of the Division of Bioequivalence (DBE), Watson performed an in
vitro dose dumping study to determine the effects of increasing amounts of ethanol (EtOH) on
the dissolution performance of its Bupropion Hydrochloride (HCI) Extended-Release (ER)
Tablet. The DBE concludes that Watson’s product shows acceptable in vitro performance under
the conditions of this test.

Methods: The in vitro dissolution performance of Watson’s Bupropion HCL ER Tablet was
compared to that of the corresponding reference listed drug (RLD), Wellbutrin XL, in solutions
of 0.1 N hydrochloric acid (HC1) to which was added varying amounts of ethanol. Dissolution
was conducted in 900 mL media at 37°C using USP Apparatus II at 75 rpm. Four media were
tested: 0.1 N HCI, 0.1 N HCI containing 5% ethanol, 0.1 N HCL containing 20% ethanol, and
0.1 N HCI containing 40% ethanol. During the dissolution test, the media were sampled and
analyzed for bupropion concentrations every 15 minutes up to 120 minutes (2 hours). Both the
150- and 300-mg strengths of Watson’s product and Wellbutrin XL were tested. The data
obtained at each sampling time were from 12 tablets.

Results: Dissolution data tables and profiles are presented in Attachment I. Similar dissolution
trends were observed for both the 150- and 300-mg strengths, although Watson’s 300-mg
strength generally released bupropion at a faster rate than its 150-mg strength. All data are
expressed as the % of the labeled amount of bupropion dissolved. Bupropion release from both
Watson’s product and Wellbutrin XL increased as the % of ethanol increased.

The DBE compared the mean % of the labeled amounts of bupropion dissolved at 2 hours in 0, 5,
20, and 40% alcohol. Bupropion release from Watson’s product was greatest in 20% ethanol
whereas bupropion release from Wellbutrin XL was greatest in 40% ethanol. For Watson’s 150-
mg tablet, 23% (range 17-29%) of the bupropion dissolved in 20% ethanol, compared to 2%
(range 0 to 5%) in no ethanol. For Wellbutrin XL 150 mg, 11% (range 7 to 18%) dissolved in
20% ethanol, compared to 1% (range 0 to 2%) in no ethanol. For Watson’s 300-mg tablet, 30%



(range 26 to 34%) of the bupropion dissolved in 20% ethanol, compared to 12% (range 8 to
16%) in no ethanol. For Wellbutrin XL 300 mg, 13% (range 10 to 17%) dissolved in 20%
ethanol, compared to 4% (range 2 to 11%) in no ethanol.

In addition, in 5% ethanol, 20% (range 12 to 28%,) of the bupropion in Watson’s 300-mg tablet
was dissolved, compared to 6% (range 3 to 11%) for Wellbutrin XL 300 mg.]

In 40% ethanol, the mean % of the labeled amount of bupropion dissolved from Watson’s
product versus Wellbutrin X1, was comparable for both strengths.

Additional Data: Attachment II shows all dissolution, in vivo, and formulation data submitted
to ANDA 77-715. Dissolution of Watson’s tablet and Wellbutrin XL was compared in 0.1 N HCI
(regulatory method), pH 4.5 buffer, pH 6.8 buffer, and water.

Watson conducted two pivotal bioequivalence studies comparing its Bupropion HCI ER Tablets
to Wellbutrin XL, a fasted bioequivalence study and a fed bioequivalence study. The 150-mg
strength was studied (rather than the 300-mg strength) for safety reasons. Watson’s tablet was
bioequivalent to Wellbutrin XL in both studies.

Watson’s two strengths, 150-mg and 300-mg, are formulated to be proportionally similar, with
the result that the 300-mg strength is twice the size of the 150-mg strength.

Analysis: Watson’s 150- and 300-mg tablets released more bupropion in 5, 20, and 40% ethanol
than in 0.1 N HCI (no ethanol). In 5 and 20% ethanol, Watson’s product released more
bupropion than Wellbutrin XL.. However, in 40% ethanol, Watson’s Bupropion HCL ER Tablets
and Wellbutrin XL (both strengths) had comparable dissolution.

Although bupropion dissolution from Watson’s product in 5 and 20% ethanol was greater than in
0.1 N HCl with no ethanol, and greater than from Wellbutrin XL, the DBE concludes that the in
vitro performance of Watson’s product under the conditions of this test is acceptable. The DBE
makes this determination by comparing the in vitro performance of Watson’s Bupropion HC1 ER
Tablet in the alcohol dose-dumping test to that of Impax’s Bupropion HCI ER Tablet. (For
details, see the DBE review of Impax’s bioequivalence submission to ANDA 77-415, archived at
N 077415 N 000 AB 29-JUN-2005). The DBE previously found Impax’s in vitro alcohol dose-
dumping study results acceptable. For Impax’s tablet, in 20% ethanol after 2 hours, the %
bupropion dissolved averaged 34% (range 31 to 37%) for the 150-mg strength, and 30% (range
29-30%) for the 300-mg strength. Under the same conditions, the % bupropion dissolved from
Watson’s tablet averaged 23% (range 17 to 29%) for the 150-mg strength and 30% (range 26 to
34% for the 300-mg strength. A similar comparison can be made for the 5% ethanol dissolution
test. In 5% ethanol after 2 hours, the % bupropion dissolved from Impax’s 300-mg tablet
averaged 30% (range 29-30%). Under the same conditions, the % bupropion dissolved from

' Bupropion dissolution from Watson’s 150-mg tablet was still low in 5% ethanol at 2 hours, however, averaging
only 9%.



Watson’s 300-mg tablet averaged 20% (range 12—28%).2 Therefore, (1) since Watson’s product
dissolved at a rate comparable to Impax’s product at 5 and 20% ethanol; and (2) the DBE
previously concluded that the rate of bupropion dissolution from Impax’s product in 5 and 20%
ethanol was acceptable; (3) the DBE concludes that Watson’s Bupropion HCI ER Tablet gave
acceptable results in the in vitro alcohol dose dumping study.

APPEARS THIS wa
ON ORIGINAL v

? Impax’s product dissolved rapidly in 0.1 N HCI (no ethanol). Because its dissolution rate was only slightly lower
as ethanol was added to the medium, the DBE concluded that Impax’s Bupropion HCI ER Tablet showed robust
performance in the in vitro alcohol dose-dumping study.
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TABLE 1:

Percent Drug Release of 150 mg Bupropion HCl liExtcnded—Reieas&: Tablets,
USP in 0.1N HC! with various alcohol levels at 120 minutes (n=12 tablets per product).

Alcchol Watson Bupropion HCI Extended- Wellbutrin® XL, 150 mg,
Level | Release Tablets, USP, 150me | (¢ 1 406E029P, Exp. Date: 08/07)
(% viv) (Lot #XT4L029, Mig. Date: 12/04) ‘ )
Mean (%) | Range (%) % CV Mean (%) | Range (%) | % C‘f

Test 1: 0% 2 0toS 87.4% 1 Oto2 39‘8%’;"
Test2: 3% 9 410 14 34.5% 3 Tto7 78.6%
Test 3. 20% 23 17029 17.2% 11 70 '1_8 33.3%
Test4: 40% 20 181024 | 10.1% 16 131018 8.5%

TABLE 2: Percent Drug Release of 300 mg Bupropion HCI Extended-Release Tablets,
USP in 0.1N HCI with various alcohol levels at 120 minutes (n=12 tablets per product).

Aleohol 7 ' ionn HC! Bxtended-
Level | Retenn TamonUSp. 300 e | Wellburn® XL, 300 me,
(% v/v) | (Lot #XCSBO13, Mfg, Date: 03/05) | (-0t #06E002P, Exp. Date: 08/07)
Mean (%) | Range (%) | % CV | Mean (%) | Range (%) | % CV
Test 1: 0% 12 8to 16 20.3% 4 21011 68.6%
Test2: 5% 20 12t028 | 22.0% 6 | 3tw1l | 42.0%
Test 3: 20% 30 261034 | 101% 13 W0to17 | 173%
Test4: 40% 22 18t036 | 22.5% 19 171020 | 62%

% of labeled amount of bupropion dissolved at 120 minutes from Bupropion
HCI ER Tablets, in 0.1 N HC1 with varying % of EtOH

% of labeled amount dissolved

—&— Watson, 150mg

—&— Wellbutrin, 150mg

—&— Watson, 300mg
Wellbutrin, 300mg

10 15 20 25 30 35
% of EtOH added

40




Watson Bupropion HCI ER Tablet, 150mg, In Vitro Dose-Dumping Study
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Wellbutrin XL Tablet, 150mg, In Vitro Dose-Dumping Study
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Watson Bupropion HCI ER Tablet, 300mg, In Vitro Dose-Dumping Study
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Attachment I

Review of all dissolution data submitted to ANDA 77-715 (data and plots from Dr.
Chandra Chaurasia’s review)

A. Dissolution Data

Method: USP I (Basket)

(FDA-recommended method)

Medium: 0.1N HCI, 900 mL
Rotational Speed 75 RPM

Results of In Vitro Dissolution Testing (% dissolved)

_ Test Product: Bupropion Reference Product: Wellbutrin
Tismae‘“spl s Hydrochloride E R Tablets, USP XL®
Lot No.: XT4L029 Lot No.: 04D014P
Strength: 150 mg Strength: 150 mg
No of Dosage Units: 12 No of Dosage Units: 12
Average Range % SD Average Range % SD
120 4 1-14 4.4 1 0-2 0.6
240 34 28-43 4.4 21 11-27 4.9
380 55 50-63 3.8 48 39-55 5.1
480 71 67-77 3.1 72 62-80 5.2
600 82 79-87 2.3 87 83-91 2.7
720 89 87-92 1.7 93 89-95 1.9
840 93 90-95 1.7 95 92-96 1.8
960 94 92-97 1.7 97 93-99 1.7
1080 96 93-98 1.6 98 94-100 1.6
. Test Product: Bupropion2 Reference Product: Wellbutrin
P ) Hydrochloride E R Tablets, USP XL®
Lot No.: XC5B013 Lot No.: 4ZP1099
Strength: 300 mg Strength: 300 mg
No of Dosage Units: 12 No of Dosage Units: 12
Average Range % RSD Average Range % RSD
120 14 7-24 4.6 4 2-7 1.8
240 40 33-49 4.8 28 23-33 3.3
380 58 51-67 4.6 49 44-55 3.2
480 71 65-80 4.1 67 62-72 2.9
600 81 75-89 3.6 81 76-84 2.3
720 89 85-95 2.8 89 86-91 1.4
840 94 91-97 1.7 93 92-96 1.0
260 96 94-99 1.3 95 93-97 1.1
1080 98 95-100 1.1 96 96-98 1.1




Method: USP 1 (Basket)
Medium: pH4.5 Acetate Buffer, 900 mL’
Rotational Speed 75 RPM

Results of In Vitro Dissolution Testing (% dissolved)

' Test Product: Bupropion Reference Product: Wellbutrin
Tifnaemspl e Hydrochloride E R Tablets, USP XL®
Lot No.: XT4L029 Lot No.: 04D014P
Strength: 150 mg Strength: 150 mg
No of Dosage Units: 12 No of Dosage Units: 12
Average Range % SD Average Range % SD
120 0 0-1 0.1 0 0-0 0.1
240 14 9-20 - 3.1 1 1-4 0.8
380 31 28-35 2.2 6 2-11 34
480 43 40-46 2.1 14 7-21 4.3
600 52 49-56 2.3 22 15-30 4.6
720 60 56-63 2.4 31 22.40 5.3
840 67 63-70 2.4 40 30.50 6.4
960 73 69-76 2.2 49 37-60 7.7
1080 78 73-80 2.2 58 44-70 8.5
_ Test Product: Bupropion Reference Product: Wellbutrin
Tf;je"‘spl e Hydrochloride E R Tablets, USP XL®
Lot No.: XC5B013 Lot No.: 4ZP1099
Strength: 300 mg Strength: 300 mg
No of Dosage Units: 12 No of Dosage Units: 12
Average Range % RSD Average Range % RSD

120 1 0-5 1.3 1 0-2 0.6
240 15 8-22 4.2 3 1-9 2.8
380 26 20-33 4.0 6 2-12 3.3
480 36 32-42 3.1 11 2-18 3.9
600 45 40-50 2.9 17 9-23 4.1
720 53 47-57 2.9 23 15-29 4.6
840 60 54-65 3.1 29 22-38 5.2
260 66 60-71 3.3 35 27-46 6.0
1080 72 65-76 33 42 32-54 6.8
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Method: USP 1 (Basket)
Medium: pH6.8 Phosphate Buffer, 900 mL’
Rotational Speed 75 RPM

Results of In Vitro Dissolution Testing (% dissolved)

Test Product: Bupropion

Reference Product:

Wellbutrin

Sampling Hydrochloride E R Tablets, USP XL®
Times (Min)
Lot No.: XT4L029 Lot No.: 04D014P
Strength: 150 mg, No of Dosage Strength: 150 mg
Units: 12 No of Dosage Units: 12
Average Range % SD Average Range % SD
120 37 34-40 2.0 36 35-37 1.1
240 54 50-57 2.1 63 61-65 1.3
380 63 58-66 2.3 79 76-82 1.7
480 68 63-73 3.1 85 83-87 1.3
600 72 66-80 4.4 87 86-89 1.2
720 74 66-80 4.0 88 87-90 1.1
840 74 69-80 3.5 89 87-91 1.1
960 75 70-79 2.9 89 88-91 1.1
1080 74 71-79 2.5 89 88-91 1.1
_ Test Product: Bupropion Reference Product: Wellbutrin
Sampling Hydrochloride E R Tablets, USP XL®
Times (Min)
Lot No.: XC5B013 Lot No.: 4ZP1099
Strength: 300 mg, No of Dosage Strength: 300 mg
Units: 12 No of Dosage Unitg: 12
Average Range % RSD Average Range % RSD
120 35 32-43 2.7 35 33-38 1.6
240 57 51-70 4.6 59 56-62 1.7
380 70 63-81 4.5 74 71-77 1.9
480 79 70-88 4.5 84 80-87 2.1
600 84 75-87 3.4 90 85-93 2.0
720 85 79-87 2.3 92 87-95 2.1
840 85 81-87 1.7 93 88-96 2.1
960 84 81-86 1.6 93 89-96 2.0
1080 83 80-85 1.5 93 89-96 1.9
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Method: USP I (Basket)
Medium: Water, 900 mL>
Rotational Speed 75 RPM

Results of In Vitro Dissolution Testing (% dissolved)

. Test Product: Bupropion Reference Product: Wellbutrin
Tifnaemspl ) Hydrochloride E R Tablets, USP XL®
Lot No.: XT4L029 Lot No.: 04D014P
Strength: 150 mg Strength: 150 mg
No of Dosage Units: 12 No of Dosage Units: 12
Average Range % SD Average Range % SD
120 1 0-2 0.3 1 0-3 0.6
240 15 2-19 4.1 4 2.10 2.6
380 27 17-32 3.5 13 8-18 2.6
480 38 28-44 3.5 21 18-25 2.1
600 47 37-55 4.0 30 27-34 2.1
720 56 46-66 4.2 38 34-44 2.8
840 62 53-72 4.2 47 42-55 3.9
960 68 60-78 4.1 56 49-57 5.7
1080 72 66-83 4.1 64 55-80 6.8
. Test Product: Bupropion Reference Product: Wellbutrin
Tismaemspl (:;ﬁgn) Hydrochloride E R Tablets, USP XL®
Lot No.: XC5B013 Lot No.: 4ZP1099
Strength: 300 mg Strength: 300 mg
No of Dosage Units: 12 No of Dosage Units: 12
Average Range % RSD Average Range % RSD
120 4 0-9 3.1 1 1-4 1.0
240 15 4-23 6.3 7 2-12 3.5
380 27 13-34 6.7 15 10-19 2.9
480 37 23-49 7.3 21 16-26 2.9
600 46 33-64 8.0 28 22-33 3.0
720 55 42-75 8.1 34 28-40 3.2
840 62 50-84 8.2 40 34-47 3.5
960 69 58-91 8.0 47 40-54 3.8
1080 74 64-95 7.5 53 47-60 4.1




% of labeled amount dissolved

% of labeled amount dissolved

B. Plots of Dissolution Profiles in Various Media
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% of labeled amount dissolved

% of labeled amount dissolved

Bupropion HCI ER Tablet dissolution profiles in pH 6.8 buffer
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C. In vivo data

14

Geometric Means and 90% Confidence Intervals for Watson’s Bupropion HCI ER Tablet

versus Wellbutrin XL in 47 Fasted Subjects

Arithmetic Mean Pharmacokinetic Parameters from Fasting BE Study (Test =
Watson, Reference = Wellbutrin XL)




Geometric Means and 90% Confidence Intervals for Watson’s Bupropion HCI ER Tablet
versus Wellbutrin XL in 47 Fed Subjects

| ence | ower | Upper

JCT - 890.66 955.65 0.93 89.25 97.32

}'_ ‘ 933.79 997.05 0.94 89.84 97.63
LCMAX : 73.49 80.69 0.91 85.34 97.18

Arithmetic Mean Bupropion Pharmacokinetic Parameters in Fed BE Study (Test =
Watson, Reference = Wellbutrin XL)

1003.36
ngehr/mL | 980.77 31.26| 1045.28 31.05 0.94
ng/mL 77.81 36.12 83.94 29.61 0.93
hr 6.47 21.47 7.01 25.56 0.92
hr-1 0.04 36.27 0.04| 4356 1.00
hr 19.73 30.87|  20.14|  30.99 0.98
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PLASMA LEVEL, NGML

PLASMA Buprogion XL LEVELS

Buprcpion XL TABLET |, 180 MG ANDA # 77—715

LUNDER FED CONDITIONS
DOSE=1 X 190 MG
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D. Formulation Data

Composition of Watson’s Bupropion HCI ER Tablet

Ingredients Amount per Tablet

~ 150 mg [ 300 mg

b(4)
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Composition of Wellbutrin XL

Component 150 mg 300 mg Function Reference o
Quantity Quantity Standard
o 1 (mg) (mg)

b(4)
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WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceduticals, Inc.

S

ARCHIVAL COPY

November 13, 2006 OBlGINAL

Gary Buehler, R.Ph. ' ' RECE !VED
Director \ T NOV 1 4 2006
OGD/CDER/FDA ORIG AMENDMEN

Metro Park North I N (ﬂ, OGD / CDER
7500 Standish Place (35

Rockwille, MD 20855-2773
Labeling Amendment
RE: Abbreviated New Drug Application #77-715

Bupropion Hydrochloride Extended-Release Tablets (XL), USP
150 mg & 300 mg (Once Daily)

** ELECTRONIC FINAL PRINTED LABELING INCLUDED**
Dear Mr. Buehler:

Watson Laboratories, Inc. (Watson) is submitting this Labeling Amendment to provide a
complete response to telephone comments by Ann Vu, OGD Labeling Reviewer, dated
November 07, 2006 to Christine Woods of Watson, regarding Bupropion Hydrochloride
Extended-Release Tablets (XL), 150 mg and 300 mg (Once Daily), ANDA #77-715.

FDA’s comment appears in bold and italic font below with Watson’s response
immediately following the comment.

Labeling Request:
1. MEDICATION GUIDE

Please provide 12 hard copies of the Medication Guide for Bupropion
Hydrochloride Extended-Release Tablets (XL) as Final Printed Labeling from the
tear-off pad, which is to accompany the 1000-count bottles.

As requested, Watson has provided the 12 Final Printed Labeling hard copy
Medication Guides in EXHIBIT 1.

In accordance with 21 CFR §314.94(d)(ii) as effected June 08, 2004, which required
the submission of electronic labeling, Watson’s Labeling Amendment dated

October 11, 2006, provided Watson’s Final Printed Labeling in MS Word,

Adobe PDF and XML formats. Please note that the content of Watson’s labeling has
not been revised since Watson’s Labeling Amendment dated October 11, 2006 and,
therefore, no side-by-side labeling comparison is provided. However, the Medication

311 Bonnie Circle, Corona, CA 92880 ¢ Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



Bupropion HCI ER Tablets (XL), USP

150 mg & 300 mg (Once Daily)

Labeling Amendment

ANDA #77-715

November 13, 2006

Watson Laboratories, Inc. Page 2 of 2

Guide has been reformatted to fit onto one (1) double-sided page, rather than seven
(7) separate pages as in Watson’s Labeling Amendment dated October 11, 2006.

Watson encloses one volume each of one (1) Archival, one (1) Review and one (1) Desk
Copy for Ann Vu, OGD Labeling Reviewer.

It is Watson’s view that this Labeling Amendment adequately addresses the cited request.
Please contact me by telephone at 951-493-5446 or via facsimile at 951-493-4581, if you
have any questions or if I can assist you with the review of this application.

Sincerely, >j%
/ﬂéﬁv%% . VAl AL}

Emest Lengle, Ph.D.
Executive Director, R&D Regulatory Affairs

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\2006\13 Labeling Amend
13 NOV 2006‘\anda 77-715\cover letter.doc




@@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.
October 11, 2006
ARCHIVAL copy

Gary Buehler, R.Ph. ORIG AMENDMENY

Director ’ - .
OGD/CDER/FDA M/ll}( REC™vep
Metro Park North IT 0CT 1 2 2006
7500 Standish Place OG D / G NE R

Rockville, MD 20855-2773

Labeling Amendment

RE: Abbreviated New Drug Application #77-715
Bupropion Hydrochloride Extended-Release Tablets (XL), USP
150 mg & 300 mg (Once Daily)

** ELECTRONIC FINAL PRINTED LABELING INCLUDED **
Dear Mr. Buehler:
Watson Laboratories, Inc. is submitting this Labeling Amendment to provide a complete
response to OGD’s faxed comments dated September 15, 2006 (see attached) regarding
Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg (Once
Daily), ANDA #77-715.

FDA comments appear in bold and italic font below. Watson’s response immediately
follows each comment.

Labeling Deficiencies:

-
1. CONTAINER (bottles of 30s, for the 150 mg strength, bottles of 30s and /
1000s for the 300 mg strength)

Principal display panel- revise the established name to read: “BuPROPion
Hydrochloride Extended-Release Tablets (XL)” [delete USP].

As requested, USP has been deleted from the established name on the
principal display panel, which now reads “BuPROPion Hydrochloride
Extended-Release Tablets (XL).”

2. INSERT
a. GENERAL COMMENT /

Add “(XL)” to the established name wherever WELLBUTRIN XL is
used, including the black box warning and medication guide.

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



@ ' Bupropion HCI ER Tablets (XL), USP
® 150 mg & 300 mg (Once Daily)
Labeling Amendment

ANDA #77-715

October 11, 2006

Watson Laboratories, Inc. Page 2 of 7

“USP” has been deleted, and “(XL)” has been added to the established
name throughout the Package Insert, as requested.

b. Add “Rx Only” directly below the title of the insert.

“Rx only” has been added directly below the title of the insert as \/
requested.

¢. Revise the established name in the title to Bupropion Hydrochloride \/
Extended-Release Tablets (XL)”.

“USP” has been deleted, and “(XL)” has been added to the established
name in the title, as requested.

d. DESCRIPTION

i. First paragraph, revise to read: Bupropion hydrochloride extended-
release tablets (XL)...”

“USP” has been deleted, and “(XL)” has been added to the established
name throughout the Package Insert, as requested.

“USP” has been deleted, and “(XL)” has been added to the established
name throughout the Package Insert, as requested.

ii. Second paragraph, first sentence delete “USP”’.

iii. Add “USP drug release test is pending” at the end of the second
paragraph.

The statement, “USP drug release test is pending” has been added to
the end of the second paragraph, as requested.

e. CONTRAINDICATIONS

i. Revise the second paragraph to read ““Bupropion hydrochloride
extended release tablets (XL) are contraindicated in patients treated
with ZYBAN® (bupropion hydrochloride extended release tablets)
(SR); WELLBUTRIN® (bupropion hydrochloride tablets), the
immediate-release formulation, WELLBUTRIN SR® (bupropion
hydrochloride extended release tablets (SR)), the sustained release

JSformulation; or any other medications that contain bupropion
because the incidence of seizure is dose dependent.”

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\2006\12 Labeling Amend 2 11 OCT 2006\cover letter.doc




Bupropion HCI ER Tablets (XL), USP
150 mg & 300 mg (Once Daily)
Labeling Amendment

ANDA #77-715

October 11, 2006

Watson Laboratories, Inc. Page 3 of 7

The second paragraph under “CONTRAINDICATIONS” has been
revised to the above statement, as requested.

ii. Start a new paragraph for “The concurrent administration of
bupropion hydrochloride extended-release tablets (XL) and a /
monoamine oxidase....”

A new paragraph was started as indicated above.
WARNINGS

Screening Patients for Bipolar Disorder, second paragraph, revise to
“Patients should be made aware that bupropion hydrochloride extended
release tablets (XL) contain the same active ingredient found in
VA YBAN®, 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
JSormulation or WELLBUT, RIN® (bupropion hydrochloride tablets), the
immediate-release formulation.”

The corresponding paragraph under “WARNINGS - Screening Patients
for Bipolar Disorder” has been revised to the above statement, as
requested.

. PRECAUTIONS

Clinical Worsening 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 /
ZYBANR®, 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.”

The corresponding paragraph under “PRECAUTIONS — Clinical
Worsening and Suicide Risk™ has been revised to the above statement, as
requested.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCl ER (Wellbutrin XL)\Amendments\2006\12 Labeling Amend 2 11 OCT 2006\cover letter.doc




@ Bupropion HCI ER Tablets (XL), USP
® , _ 150 mg & 300 mg (Once Daily)
Labeling Amendment

) ANDA #77-715
[ October 11, 2006

Watson Laboratories, Inc. Page 4 0of 7

h. ADVERSE EVENTS
i. Table 4, footnote *, add “bronchitis, dysmenorrhea, and dyspepsia’. \/

The three adverse events (“bronchitis, dysmenorrhea, dyspepsia™)
were added to the Table 4 footnote as requested.

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

“Table 6 was revised to “Table 4” under “ADVERSE EVENTS -
Incidence of Commonly Observed Adverse Events in Controlled
Clinical Trials,” as requested

i. DOSAGE AND ADMINISTRATION

Revise to read “Switching Patients from Wellbutrin® (bupropion
hydrochloride tablets) or from Wellbutrin SR® (bupropion
hydrochloride extended-release tablets (SR)) : When switching patients
Jrom 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.”

The corresponding paragraph under “DOSAGE AND ;
ADMINISTRATION? has been revised to the above statement, as
requested.

J. HOW SUPPLIED

Please add below the storage temperature statement “The following are
registered trademarks of their respective manufacturers:
Zyban®/GlaxoSmithKline, Wellbutrin®/GlaxoSmithKline, Wellbutrin
SR®/GlaxoSmithKline.”
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@ Bupropion HCI ER Tablets (XL), USP
® 150 mg & 300 mg (Once Daily)
Labeling Amendment

ANDA - #77-715

October 11, 2006
Watson Laboratories, Inc. Page 5 of 7

The above trademark statement was added below the storage temperature
statement, as requested.

3. MEDICATION GUIDE

a. Who should not take bupropion hydrochloride extended-release tablets
(XL)? Do not take bupropion hydrochloride extended-release tablets if
you:

Second bullet, revise to ... 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).”

The second bullet under “Who should not take bupropion hydrochloride
extended-release tablets (XL)?” has been revised to the above statement,
as requested. _
,V
b. What should I tell my doctor before using bupropion hydrochloride / )é
extended-release tablets (XL)? Second and third bullet, revise
“bupropion hydrochloride extended-release tablets” to “bupropion”.

“Bupropion hydrochloride extended-release tablets™ has been revised to
“bupropion” in the second and third bullets under “What should I tell my
doctor before using bupropion hydrochloride extended-release tablets
(XL)?” as requested.

¢. Place “How should I store bupropion hydrochloride extended-release /
tablets (XL)?” on a separate paragraph.

A new paragraph was started as indicated above.

d. Please add Zyban®, Wellbutrin® and Wellbutrin SR® in your list of /
registered trademarks and their manufacturers.

“Zyban®,” “Wellbutrin®” and “Wellbutrin SR®” were added to the list of
registered trademarks with their manufacturer, GlaxoSmithKline, as
requested.
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Bupropion HCI ER Tablets (XL), USP

150 mg & 300 mg (Once Daily)

Labeling Amendment

ANDA #77-715

October 11, 2006

Watson Laboratories, Inc. Page 6 of 7

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.

The electronic labeling rule published December 11, 2003 (68 FR 69009) requires
submission of labeling content in electronic format. For additional information, please
refer to 21 CFR 314.94(d)(ii), SPL Implementation Guide for FDA Content of
Labeling Submissions at

http://www.fda.gov/cder/regulatory/ersr/SPL2alG v20051006 rl.pdf and

Docket 928-0251, Memorandum 32.

Although Docket 92S-0251, Memorandum 32 states that as of October 31, 2005,
Structured Product Labeling (SPL) in XML format is the only acceptable format for
the submission of the content of labeling 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
http://dailymed.nlm.nih.gov/dailymed/about.cfim . Should you decide to take the option
of waiting until the SPL for the RLD is posted on the website, you will be responsible
for submitting your content of labeling in SPL within 30 days after the SPL for the
RLD is posted on the DailyMed website. If you have any questions on SPL
submissions, please call Mr. Koung Lee at 301-827-7336.

To assist in our review, we request that labeling also be submitted in MS Word format.

Watson has revised its labeling as requested. In accordance with 21 CFR §314.94(d)(ii)
as effected June 8, 2004, which required the submission of electronic labeling, Watson
provides one (1) computer CD ROM containing Watson’s proposed labeling in

MS Word, Adobe PDF and XML formats. The CD ROM is located at the front of the
blue Archival Copy of this submission. Please refer to the Table of Contents contained
on the enclosed CD ROM for access to the files and directory pathways.

Prior to approval, it may be necessary to revise your labeling subsequent to approved
changes for the reference listed drug. In 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 site at the following address —

http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfin

Watson acknowledges that it may be necessary to revise its labeling subsequent to
approved changes for the reference listed drug.
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Bupropion HCI ER Tablets (XL), USP
150 mg & 300 mg (Once Daily)
Labeling Amendment

ANDA #77-715

October 11, 2006

Watson Laboratories, Inc. Page 7 of 7

To facilitate review of your next submission, and in accordance with
21 CFR 314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed
labeling with your last submission with all differences annotated and explained.

As required by 21 CFR §314.94(a)(8)(iv), Watson has included the side-by-side
comparison of its proposed final printed Container labels, Package Insert, and Medication
Guide/Patient Information Leaflet with the previously submitted versions of Watson’s
labeling (Container labels, Package Insert, and Medication Guide/Patient Information
Leaflet, all dated August 2006), with all differences annotated and explained.

Watson encloses one volume each of one (1) Archival and one (1) Review Copy.

Finally, it is Watson’s view that this response adequately addresses each of the cited
comments. Please contact me by telephone at 951-493-5452 or by fax at 951-493-4581 if
you have any questions or if I can assist you with the review of this application.
Sincerely,

(el

Christine M. Woods
Associate Director, R&D Regulatory Affairs
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(£ FPA Food and Drug Administration
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Puablic Health Service
Center for Drug Evaluation and Research

ECEIVE
Office of Generice Drugs

Division of Labeling & Program Support | SEP 15 2006
Labcling Review Branch
Rockville, Maryland 20855

To: Janie Gwin : DATE: 9/15/06
Firm: Watscn Laboratories, Inc.

Phone: Fax; 951-493-4581
SUBJECT: Labeling comments for 77-715 (Bupropion
Hydrochloride Extended-Releage Tablets (XL)150 mg and
300 mg (Once Daily))

From: Ann Vu

Phone: (301) 827-7342 Fax:

Number of Pageg: four
(Including Cover Sheet)

Conments:

*This document is intended only for the use of the party to whom it is
addressed and may coatain information that is privileced, confidential,
and protected from disclosure under applicable law. If you are not the
addressee, or a person authorized to deliver the document to the

addressee, this communicatiocn is not authorized. If you rave received

this document in errox, immediately notify us by telephone and return
it to us at the above addrese by mail. Thank you,
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-718

Date of Submissions: August 11, 2005

Applicant's Name:  Walson Laboratories, inc.

Established Name:  Bupropion Hydrochipride Extended-release Tablets (XL)
150 mg and 300 mg (Once Daily)

Labeling Deficiencies
1. CONTAINER (boﬁles of 30s, for the 150 mg strength, bottles of 30s and 1000s for the 300 mg strength)

Principal display panel- revise the established name to read: “BuPROPion Hydrochloride Extended-
Release Tablets (XL)" [delete USP].

2. INSERT
a. GENERAL COMMENT

Add “{XL)" to the establidhed name wherever WELLBUTRIN XL is used, ingluding the black box
warning and medication guide,

b. Add “Rx Only" directly béiow the tide of the insert.

c. Revise the established rflame in the title to "Bupropion Hydrochloride Extended-Release Tablets (XLY'.

1
d. DESCRIPTION !
i

i. First paragraph, revise to read; “Bupropion hydrochioride extended-release tablets (xL).."

t
ii. Second paragraph, ﬁl‘st sentence, delete "USP",

fil. Add“USP drug release test is pending” st the end of the second paragraph. -
e. CONTRAINDICATIONS

i Revise the second paragraph to read ““Bupropion hydrochlorige extended release tablets (XL) are
contraindicated In patients freated with ZYBAN® {bupropion hydrochloride extended release {ablets
(SR). WELLBUTRIN® (bupropion hydrochiaride lablets), the immediate-release formulation;
WELLBUTRIN SR® (bupropion hydrochloride extended release tablets (SR)), the sustainsd

release formulation; or any other medications that contain bupropion because the incidence of
seizure is dose dependent.”

ii. Starta new paragraph for “The concurrent administration of bupropion hydrochloride extended-
release tablets (XL) and a monoamine oxidase... "

f. WARNINGS

Screening Patients for Bipolar Disorder, second paragraph, revise io “ 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 hydrochioride extended release iablets (XL) should not be used in combination with
ZYBAN®, or any other medications that contain bupropion, such as WELLBUTRIN SR®
(bupropion hydrochlaride extended release tablats (SR), the sustained-release formulation or
WELLBUTRIN® (buproplion hydrochloride tablets), the immediate-release formulation.”
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g. PRECAUTIONS

Clinical Worsening 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 SRE (buproplon hydrochlaride extended-release tablets
(SR), the sustained-release formulation, or WELLBUTRIN® (bupropion hydrochloride tablets), the
immediate-release formulation.”

th. ADVERSE EVENTS
i. Table 4, footnote *, add “bronchitis, dysrmenorrhea, and dyspepsia”.

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

i. DOSAGE AND ADMINISTRATION

Revise to reed “Switching Patients from Wellbutrin® (bupropion hydrochioride tablets) or from
Wellbutrin SR® (bupropion hydrochloride extended-reiease tablets (SR)) : When switching
patients from Welibutrin® (bupropion hydrochloride tablets) to bupropion hydrochioride extended-
release tablets {(XL) or from Wallbutrin SR® (bupropion hydrochloride extended-release tablels (SR))
1o bupropion hydrochioride extended release tablets {(XL), give the same total dally dose when
pessible. 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 dajly. Patients who are currenily being treated with
Wellbutrin SR® (bupropion hydrochloride extended-release fablets (SR)) at 300 mg/day (for axample,
150 mg twice daily) may be switched o bupropion hydroshloride extended release tablets (XL) 300 mg
once daily.”

j. HOW SUPPLIED

Please add below the storage temperature statement “Ths following are registered trademarks of their

- respective manufacturers: Zyban®/GlaxoSmithKline, Wellbutrin®/CGlaxoSmithKline, Wellbutrin
SRE®/GlaxoSmithKline.”

3. MEDICATION GUIDE

a. Who should not take bupropion hydrochloride extended-release tablets (XL)? Do not take bupropion
hydrochloride extended-release iablets if you:

Second bullet, revise to *...+ are taking ZYBAN® (used 10 help people stop smoking) or any other
medicines that contain bupropion hydrochloride, such as WELLBUTRIN® (bupropion
hydrochloride tablets) or WELLBUTRIN SR® (bupropion hydrochlorida extended-release

tablets (SR). Bupropion is the same active ingredient that is in bupropion hydrochloride extended-
release tablets (XL).

b. What should 1 @ell my doctor before using bupropion hydrochloride extended-relsase tablets {(XLy?
Second and third bullet, revise "bupropion hydrochioride extended-release tablets” to “bupropion”.

c. Place “H%w should | storé bupropion hydrochioride extended-release tablets (XL)?" on a separate
paragraph.

d. Please add Zyban®, Welibutrin® and Wellbutrin SR® in your list of registered trademarks and their
manufacturers. .

Please revise your labgl and labeling as described above and submit electronicelly. The immediate container
Iabels and carton labeling may be submitted either electronically or In hard copy.
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The electronic labeling rule published December 11, 2003, (68 FR 69009) requires submission of labeling
content in electronic format. For additional information, please refer to 21 CFR 314.84(d)ii), SPL
Implementation Guide for FDA Content of Labeling Submissions at

http:/iwww.fda gov/cderiregulatorylerst/SPL2alG_v20051006 r1.pdf ard Docket $25-0251, Memorandum
32.

Although Docket 925-0251, Memorandum 32 states that as of Oclober 31, 2005, Structured Product
Labeling (SPL) in XML format is the only acceptable format for the submission of the content of iabeling 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
htip://dailymed.nim.nih.gov/dailymed/about.cfm. Should you decide to take the option of waiting until the SPL
for the RLD Is posted on the website, you will be responsible for submitting your content of labeling in SPL
within 30 days after the SPL for the RLD is posted on the DailyMed website. If you have any queslions on
SPL submissions, please call Mr, Koung L.ee af 301-827-7336.

To assist in our review, we request that [abeling also be submitied In MS Word format.

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

ottn:/www.accessdata fda. goviseripts/cder/drugsatidalindex.cim

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide

a side-by-side comparison of your proposed labeling with your last submission with all differences annotated
and explained.

Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research

SEF-15-2006 18:18AM  FAX: 3818277337 ID:R A PAGE: @24 R=96*



. ARCHIVAL COPY
@ WATSON Laboratories, Inc.
A Subsidiary of Watson Pharmaceuficals, Inc.
September 15, 2006
Gary Buehler, R.Ph. ' /\//*/ e

Director, Office of Generic Drugs

Center for Drug Evaluation and Research (HFD-600)
Metro Park North I

7500 Standish Place

Rockville, MD 20855-2773

Bioequivalency Amendment

RE: Abbreviated New Drug Application #77-715
Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg and 300 mg

Dear Mr. Buehler:

Watson Laboratories, Inc. (Watson) is submitting this Bioequivalency Amendment to
provide a complete response to the OGD’s fax comments dated July 12, 2006 (see
attached) regarding Bupropion Hydrochloride Extended-Release Tablets, USP, ANDA
#77-715. FDA comments appear in bold and italic font below. Watson’s response
immediately follows each comment.

Bioequivalence Deficiencies:

The Division 'of Bioequivalence has completed its review of your submission(s)
acknowledged on the cover sheet. The following deficiencies have been identified:

1. Based on the submitted dissolution results, your proposed dissolution
specifications are not acceptable. Please acknowledge the acceptance of the
following dissolution method and specifications for your test product:

The dissolution testing should be conducted in 900 mL of 0.1 N HCl at 37 °C
using USP Apparatus 1 (basket) at 75 rpm. The test products should meet the
following specifications:

2 hours:

4 hours: . — b(4)
8 hours: « "
12 hours:

Watson confirms that future dissolution testing of Bupropion Hydrochloride
Extended-Release Tablets, USP shall be conducted per the FDA-recommended

dissolution method and specifications given above. The blank drug product

Specification and Quality Assurance Reports (SQAR) have been revisesRRECEIVED
%Ep 1 8 2006

311 Bonnie Circle, Corona, CA 92880  Tel: 800/249-5499 * Website: www.wcfsoréérﬁ)coincDER
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Watson Laboratories, Inc.

Bupropion HCI ER Tablets
150 mg and 300 mg
Bioequivalency Amendment
ANDA #77-715

September 15, 2006

Page 2 of 4

OGD’s recommended specifications. Please refer to EXHIBIT 1 for copies of
the revised drug product SQARs, #RCBS-00002-04 (150 mg) and
#RCBS-00010-02 (300 mg).

2. Due to concern of dose dumping for the drug product, the Agency currently

requests that additional dissolution testing be conducted using various

concentrations of ethanol in the dissolution medium, as follows:

Testing Conditions: 900 mL, 0.1 N HCI, apparatus 1 (basket) @ 75 rpm,
with and without the alcohol (see below):

Test 1: 12 units tested according to the proposed method (with 0.1 N HCI),
with data collected every 15 minutes for a total of 2 hours.

Test 2: 12 units analyzed by substituting 5% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 3: 12 units analyzed by substituting 20% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 4: 12 units analyzed by substituting 40% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Both test and RLD products must be tested accordingly and data must be
provided on individual unit, means, range and %CV on both strengths.

Per OGD’s request, Watson conducted additional dissolution testing using both
test and RLD products in various concentrations of ethanol in 0.1 N HCL.

The summary of the data at 120 minutes is presented in TABLE 1 (150 mg) and
TABLE 2 (300 mg) below: v '

TABLE 1: Percent Drug Release of 150 mg Bupropion HC1 Extended-Release Tablets,
USP in 0.1N HCI with various alcohol levels at 120 minutes (n=12 tablets per product).

Icoh n i ended- .
Alvel’ | Relewse Tablet, USP, 150 mg Wellbutrin® XL, 150 me,
(% Vi) | (Lot #XT4L029, Mfg, Date: 12/04) | (Lot #06E029P, Exp. Date: 08/07)
Mean (%) | Range (%) | % CV | Mean(%) | Range (%) | % CV
Test 1: 0% 2 Oto5 87.4% 1 0to2 39.8%
Test2: 5% 9 4to 14 34.5% 3 1to7 78.6%
Test 3: 20% 23 17 to 29 17.2% 11 71018 33.3%
Test 4: 40% 20 18t024 | 10.1% 16 13t0 18 8.5%

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HC! ER (Wellbutrin XL)\Amendments\11 Bio DLR 15 SEP

2006\CL.doc



@ Bupropion HCl ER Tablets
® 150 mg and 300 mg
Bioequivalency Amendment

ANDA #77-715

September 15, 2006

Watson Laboratories, Inc. , Page 3 of 4

TABLE 2: Percent Drug Release of 300 mg Bupropion HC1 Extended-Release Tablets,
USP in 0.1N HC] with various alcohol levels at 120 minutes (n=12 tablets per product).

Alcohol Watson Bupropion HC1 Extended-
Level Release Tablets, USP, 300 mg
(% v/v) (Lot #XC5B013, Mfg. Date: 03/05)

Wellbutrin® XL, 300 mg,
(Lot #06E002P, Exp. Date: 08/07)

Mean (%) | Range(%) | % CV | Mean (%) | Range (%) | % CV
Test 1: 0% 12 8to 16 20.3% 4 2to 11 68.6%
Test 2: 5% 20 12 to 28 22.0% 6 3to 11 42.0%
Test 3: 20% 30 26 to 34 10.1% 13 10 to 17 17.3%
Test 4: 40% 22 18 to 36 22.5% 19 17t0 20 6.2%

The data summarized above demonstrate that the percent release rate for both

150 mg and 300 mg strengths of Watson’s Bupropion Hydrochloride Extended-
Release Tablets, USP in dissolution medium with various concentrations of
alcohol increases marginally when compared to that in 0.1 N HC1 dissolution
medium without alcohol. In addition, the observed increase in the percent release
rates for both Watson’s Bupropion Hydrochloride Extended-Release Tablets, USP
and Wellbutrin® XL Tablets are very similar. ‘

The individual, mean, range and %CV data for the requested four dissolution tests
with 0%, 5%, 20%, and 40% (v/v) alcohol for Watson’s Bupropion Hydrochloride
Extended-Release Tablets, USP 150 mg (Lot #XT4L.029) and 300 mg

(Lot #XC5B013) and Wellbutrin® XL Tablets, 150 mg (Lot #06E029P) and

300 mg (Lot #06E002P) are presented in EXHIBIT 2.

Watson believes that the information provided in this amendment is sufficient to
address the Agency’s concern on dose dumping for Watson’s Bupropion
Hydrochloride Extended-Release Tablets, USP in 0.1 N HCI dissolution medium
with varying concentrations of alcohol.

Watson encloses one volume each of one (1) Archival and one (1) Review Copy.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\dmendments\}1 Bio DLR 15 SEP
2006\CL.doc




Bupropion HCI ER Tablets
150 mg and 300 mg
Bioequivalency Amendment
ANDA #77-715

September 15, 2006

Watson Laboratories, Inc. Page 4 of 4

Finally, it is Watson’s view that this response adequately addresses each of the cited
comments. Please contact me by telephone at 951-493-5452 or by fax at 951-493-4581 if
you have any questions or if I can assist you with the review of this application.

Sincerely,

Christine M. Woods
Associate Director, Regulatory Affairs

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\l1] Bio DLR 15 SEP
2006\CL.doc



ARCHIVAL COPY
WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

August 11, 2006

Gary Buehler, R.Ph.

Director ORIG AMENDHENT
OGD/CDER/FDA _ ua
Metro Park North II R ﬁ F
7500 Standish Place

Rockville, MD 20855-2773
Labeling Amendment
RE: Abbreviated New Drug Application #77-715

Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg and 300 mg ’

ELECTRONIC DRAFT LABELING INCLUDED
Dea.r Mr. Buehler:

Watson Laboratories, Inc. is submitting this Labeling Amendment to provide a complete
response to the OGD’s fax comments dated May 1, 2006 (see attached) regarding
Bupropion Hydrochloride Extended-Release Tablets, USP, ANDA #77-715.

Please note that the innovator has received approval for a new indication and new
labeling for the reference product, Wellbutrin XL®, since the time Watson received
OGD’s fax comments dated May 1, 2006. Based on a phone conversation between Anh
Vu, OGD, Labeling Review Branch, and Janie Gwinn of Watson Laboratories, held on
July 27, 2006, the labeling submitted in this Labeling Amendment addresses not only the
FDA comments dated May 1, 2006, but also updates Watson’s labeling to match the
innovator labeling, except (as described below) that information relating to the new
indication exclusivity (I-497) will not be included in Watson’s labeling until such
exclusivity has expired. In addition, Watson’s labeling is updated to address all
comments from the letters and labels posted on the FDA website on June 12, 2006 and
July 3, 2006 for Wellbutrin XL®.

A new Exclusivity Statement indicating that Watson’s labeling will not include the new
indication (I-497, Seasonal Major Depressive Episodes in Patients with Seasonal
Affective Disorder) until the Exclusivity expires, is provided as EXHIBIT 1.

FDA comments appear in bold and italic font below. Watson’s response immediately
follows each comment.

AUG I 4 200
311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499  Website: wwz«:;wqfsgnehorm‘com
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Bupropion Hydrochloride Extended-Release Tablets, USP

150 mg and 300 mg

Labeling Amendment

ANDA #77-715

August 11, 2006

Watson Laboratories, Inc. Page 2 of 7

" Labeling Deficiencies:

1 CONTAINER (bottles of 30s, for 150 mg strength, bottles of 30s and 1000s
Jfor the 300 mg strength)

a.. In order to ensure that safety information is provided with all
antidepressant products, we encourage you to distribute the products
only in unit-of-use packages with each package having a MedGuide
affixed to the container. The unit-of-use packages should be designed
Jor direct dispensing to the patient, with child-resistant closures and with
Dpackage sizes based on monthly usage (30’s, 60’s, 90’s etc.) up to a three
months supply; however, if you choose to market your product in bulk
packages, please describe how many medication guides and patient
information leaflets will be provided and how you plan to ensure that the
medication guides and patient information leaflets arrive at the
pharmacy with your product.

Please note that, per the latest approved Wellbutrin XL® labeling, patient
information is not provided as a separate Patient Information Leaflet, but
is contained instead in the text of the Medication Guide.

Watson’s unit-of-use (e.g. 30-count) containers have one Medication
Guide/Patient Information Leaflet affixed to the container, which has a
child-resistant closure.

Additionally, Watson does choose to market in bulk packages (e.g., 1,000-
count bottles) and has a standard procedure in place for ensuring that
sufficient Medication Guides/Patient Information Leaflets are provided for
unit-of-use containers. Specifically, for each 1,000-count bottle that is
ordered, Watson will ship a tear-off pad of 50 Medication Guides/Patient
Information Leaflets per tear-off pad.

b. Principal display panel- revise the established name to read:
“BuPROPion Hydrochloride Extended-Release Tablets USP (XL)” [add

“XL)").

The established name on the principal display panel has been revised to
read “BuPROPion Hydrochloride Extended-Release Tablets USP (XL)” as
requested.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCl ER (Wellbutrin XL)\Amendments\10 Labeling Amend 11
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Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg and 300 mg

Labeling Amendment

ANDA #77-715

August 11, 2006

Watson Laboratories, Inc. Page 3 of 7

C.

Add the following statement to the container label, preferably on the
principal display panel if space permits: “ATTENTION: Dispense with
Medication Guide”.

The statement “ATTENTION: Dispense with Medication Guide” has been
added to the principal display panel as requested.

Dosage: add “Take one tablet daily or as directed by physician.”

The statement “Take one tablet daily or as directed by physician.” has
been added to the Dosage section on the side panel.

Revise “Each Tablet contains:” to “Each Extended-Release Tablet
contains:”’.

The phrase “Each tablet contains” has been revised to “Each Extended-
Release Tablet contains™ as requested.

Add “Zyban®is a registered trademark of GlaxoSmithKline.” to the side
panel of the container label.

The statement “Zyban® is a registered trademark of GlaxoSmithKline” has
been added to the side panel of the container label as requested.

Please ensure your labels comply with the bar code requirements prior
to full approval.

Watson Laboratories is submitting draft labeling for this amendment; its
final printed labels will comply with the bar code requirements prior to
full approval.

Please ensure that your container labels will print in color in both PDF
and Word files. Currently, only the Word files print in color. You are
reminded that your labels submitted in electronic format must be actual
size, color and clarity.

The previously submitted PDF files printed in color with Watson’s color
printers. For this submission, Watson checked this functionality for its
container labels on multiple computers and color printers at Watson and
they printed successfully in color; Watson hopes that they will print in
color for you.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbuirin XL)\Amendments\10 Labeling Amend 11
AUG 06\anda 77-715\cover letter.doc
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150 mg and 300 mg

Labeling Amendment

ANDA #77-715

August 11, 2006

Watson Laboratories, Inc. Page 4 of 7

Although Watson is submitting draft container labels in this amendment,
the container labels have been resized to address the final height and width
proportionality of the container labels. Watson’s final printed labeling
amendment will provide container labels in actual size, color and clarity.

2. INSERT

a. Update your labeling based on the attached approved labeling for the
reference listed drug, Wellbutrin XL, approved February 28, 2006. Your
package insert should be submitted in portable document formal (PDF).

Watson has updated its labeling based on the reference listed drug (RLD)
Wellbutrin XL® labeling approved February 28, 2006, as supplied by the
agency. Watson’s labeling was further updated based on the Wellbutrin
XL® labeling approved June 12, 2006, noting that information relating to
the Exclusivity for Prevention of Seasonal Major Depressive Episodes in
Patients with Seasonal Affective Disorder (I-497) will not be included in
Watson’s labeling until such exclusivity has expired. The side-by-side
comparisons of Watson’s proposed draft Package Insert and Medication
Guide/Patient Information Leaflet with the previously submitted versions
of Watson’s labeling (dated July 2005), are provided; all changes resulting
from the updated RLD labeling are annotated and explained in the side-
by-side comparisons. For reviewer convenience, Watson has provided an
electronic copy of the RLD labeling approved on February 28, 2006, as
well as that approved on June 12, 2006.

b. PRECAUTIONS:

PREGNANCY: TERATOGENIC EFFECTS, delete all references to ~—— b ( )

All references t0 e ‘have been deleted from Watson’s
labeling.

3. MEDICATION GUIDE

c¢. HOWTO TRY TO PREVENT SUICIDAL THOUGHTS AND

ACTIONS:
i. Third paragraph, fifth bullet, change (see other side) to (see Section
3). '

“(see other side)” has been changed to “(see Section 3)” as requested.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\10 Labeling Amend 11
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Bupropion Hydrochloride Extended-Release Tablets, USP

150 mg and 300 mg

Labeling Amendment

ANDA #77-715

August 11, 2006

Watson Laboratories, Inc. Page 5 of 7

ii. Fourth paragraph, delete the extra space between the "'s" and "i" in
"visits"'.

This extra space was generated when converting the Word format
document to the PDF format document, Watson has checked to ensure
this did not occur again.

d. THERE ARE BENEFITS AND RISKS WHEN USING
ANTIDEPRESSANTS: Replace the symbol ™ vith ® Jfor Prozac®,
Zoloft® and Anafranil® .

In the “THERE ARE BENEFITS AND RISKS WHEN USING
ANTIDEPRESSANTS:” section the symbol ™ has been replaced
with ® for Prozac®, Zoloft® and Anafranil® as requested.

e. IS THIS ALL I NEED TO KNOW IF MY CHILD IS BEING
PRESCRIBED AN ANTIDEPRESSANT?:
Add a new paragraph to this section to acknowledge the registered
trademarks as follows: Prozac® is a registered trademark of Eli Lilly
and Company, Zoloft® is a registered trademark of Pfizer
Pharmaceuticals, and Anafranil® is a registered trademark of
Mallinckrodt Inc.

The registered trademarks were acknowledged by adding the following
statement in the Medication Guide:

Prozac® is a registered trademark of Eli Lilly and Company, Zoloft®is a
registered trademark of Pfizer Pharmaceuticals, Luvox" is a registered
trademark of Solvay Pharmaceuticals, and Anafranil® is a registered
trademark of Mallinckrodt Inc.

Please note, in the letter posted on the FDA website on July 3, 2006 regarding labeling
for Wellbutrin XL® (bupropion hydrochloride) Extended-Release Tablets, Watson
interprets the following to be relevant to the bottle labels.

NDA 21-515/S-014 dated October 18, 2005
o These supplements to the IR, SR, and XL formulations provide for a larger
and more prominent font to state the number of times a day the bupropion
formulation should be taken. This was changed to address the potential for
confusion among different modified-release bupropion products.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\10 Labeling Amend 11
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Bupropion Hydrochloride Extended-Release Tablets, USP

150 mg and 300 mg

Labeling Amendment

ANDA #77-715

August 11, 2006

Watson Laboratories, Inc. , Page 6 of 7

Thus, the font size for “Once Daily” on the principal display panel has been
increased, and the font size on the side panel for the “Dosage” section has been
increased and formatted to bold for all bottle labels submitted in this Labeling
Amendment.

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.

The electronic labeling rule published December 11, 2003 (68 FR 69009) requires
submission of labeling content in electronic format. For additional information please
refer to 21 CFR 314.94(d)(ii), SPL Implementation Guide for FDA Content of
Labeling Submissions at

http://www.fda.gov/cder/regulatory/erst/SPL2alG 20051006 rl.pdf and Docket 92S-
0251, Memorandum 32.

Although Docket 928-0251, Memorandum 32 states that as of October 31, 2005,
Structured Product Labeling (SPL) in XML format is the only acceptable format for
the submission of the content of labeling 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 -
http://dailymed.nlm.nih.gov/dailymed/about.cfm . Should you decide to take the option
of waiting until the SPL for the RLD is posted on the website, you will be responsible
for submitting your content of labeling in SPL within 30 days after the SPL for the
RLD is posted on the DailyMed website. If you have any questions on SPL
submissions, please call Mr. Koung Lee at 301-827-7336.

To assist in our review, we request that labeling also be submitted in MS Word format.

Watson has revised its labeling as requested. In accordance with 21 C.F.R. § 314.94(d)(i1)
as effected June 8, 2004, which regpired the submission of electronic labeling, Watson
provides one (1) computer CD ROM containing Watson’s proposed labeling in MS Word
and Adobe PDF format. The CD ROM is located at the front of the blue Archival Copy
of this submission. Please refer to the Table of Contents contained on the enclosed CD
ROM for access to the files and directory pathways.

Prior to approval, it may be necessary to revise your labeling subsequent to approved
changes for the reference listed drug. In 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 site at the following address -
http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm

Watson acknowledges that it may be necessary to revise its labeling subsequent to

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\10 Labeling Amend 11
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150 mg and 300 mg

Labeling Amendment

ANDA #77-715

August 11, 2006

Watson Laboratories, Inc. Page 7 0of 7

approved changes for the reference listed drug.

To facilitate review of your next submission, and in accordance with
21 CFR 314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed
labeling with your last submission with all differences annotated and explained.

As required by 21 C.F.R. § 314.94(a)(8)(iv), Watson has included the side-by-side
comparison of its proposed draft Container labels, Package Insert, and Medication
Guide/Patient Information Leaflet with the previously submitted versions of Watson’s
labeling (container labels dated April 2005, Package Insert/Patient Information Leaflet
dated July 2005, and Medication Guide dated April 2005), with all differences annotated
and explained.

Watson encloses one volume each of one (1) Archival and one (1) Review Copy.
Finally, it is Watson’s view that this response adequately addresses each of the cited
comments. Please contact me by telephone at 951-493-5443 or by fax at 951-493-4581 if

you have any questions or if I can assist you with the review of this application.

Sincerely,

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\10 Labeling Amend 11
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BIOEQUIVALENCY AMENDMENT '

ANDA 77-71§

Document Control Room, Metro Park North Il
7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)

I
\ OFFICE OF GENERIC DRUGS, CDER, FDA

APPLICANT: Watson Laboratories, Inc. TEL: 951-493-5452

ATTN: Christina M. Woods FAX: 951-493-4581 |
I. FROM: Aaron Sigler ‘R) PROJECT MANAGER: 301-827-5847 ‘

Dear Madam: ‘

1
{ This facsimile is in reference to the bioequivalency data submitted on May 19, 2005, pursuant to Section 505(j) of
l the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Extended-release Tablets, USP, 150 mg.

Reference is also made to your amendment dated March 28, 2006. |

The Division of Bioequivalencs has completed its review of the submission(s) referenced above and has identified

deficiencies which are presented on the attached _ 2 __ pages. This facsimile is to be regarded as an official FDA
communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96. Your amendment should
respond to all the deficiencies listed, Facsimiles or partial replies will not be considered for review, nor will the
review clock be reactivated uatil al] deficlencies have been addressed. Your cover letter should clearly indicate that
the response is 2 “Bioequivalency Amendment” and clearly identify any new studies (i.e., fasting, fed, multiple
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength. We also request that
you include g copy of this communication with your response. Please submit a copy of your-amendment in both an

archival (blue) and a review (orange) jacket. Please direct any questions concerning this communication to the
project manager identified above. '

SPECIAL INSTRUCTIONS:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND

MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM I

DISCLOSURE UNDER APPLICABLE LAW,

If received by someone other than the addressee of & person authorized to deliver this document to the sddresses, you are hereby notificd that any disclosuce, ]
|

dissemination, copying, or othor action to the content of this communicstion is not suthorized. Ifypu have received this document in eror, please immediatcly
notify us by telephonc and return it 10 us by msil at the above sddress.

JUL-12-2086 11:43AM  FAX: ID:R A PAGE: 081 R=188%
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BIOEQUIVALENCE DEFICIENCIES
ANDA: 77-715 APPLICANT: Watson Laboratories, Inc.

DRUG PRODUCT: Bupropion Hydrochloride Extended Release
Tablets, USP 150 mg and 300 mg

The Division of Bioequivalence has completed its review of your submission(s)
acknowledged on the cover sheet. The following deficiencies have been
identified:

1. Based on the submitted dissolution results, your proposed dissolution
specifications are not acceptable. Please acknowledge the acceptance of the
following dissolution method and specifications for your test product:

The dissolution testing should be conducted in 900 mL of 0.1 N HCl at 37 °C
using USP Apparatus I (basket) at 75 rpm. The test products should meet the
following specifications:

2 hours: .

dhourss — b(4)
8 hours; i

12 hours:

2. Due to concem of dose dumping for the drug product, the Agency
currently requests that additional dissolntion testing be conducted
using various concentrations of ethano) in the dissolution medium, as
follows:

Testing Conditions: 900 mL, 0.1 N HC|, apparatus 1 (basket) @ 75 rpm,
with and without the alcohol (see below):

Test 1: 12 units tested according to the proposed method (with 0.1 N
HCI), with data collected every 15 minutes for & total of 2 hours,

Test 2: 12 units analyzed by substituting 5% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test 3: 12 units analyzed by substituting 20% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

Test4: 12 units analyzed by substituting 40% (v/v) of test medium with
Alcohol USP, and data collection every 15 minutes for a total of 2 hours.

JUL-12-2886 11:43AM  FRX: ID:R A PARGE: B2 R=180%
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Both. test and RLD products must be tested accordingly and data must be
provided on individual unit, means, range and %CV on both strengths.

Sincerely yours,

J QMWQWbian b

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence
Office of Generic Drugs

' Center for Drog Evaluation and Research

i

E@EWE@_.
L 12 26

N LABORATORIES, INC.
wmésgSULATORY ATFAIRS
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‘& EDA Food and Drug Administration
Fax Cover Sheet

Public Heulth Service
Center for Drug Evaluation and Research
Office of Generic Drags

Division of Labeling & Program Support
Lahc‘ 'ng’Rc\uew Branch
Flle, Maryland 20855

‘....

T,z;;: Christine M. Woo&‘if‘,}\ DATE: 5/1/06

Fione: 951-493-5452 Fax: 951-493-4581

SUBJECT Labeling comments fox 77-715 (Bupropion
Hydrochloride Extended- -Release Tablets USP, 150 mg

3‘saand 300 wg)

Prom: Ann Vu

Phone: {301) B27-7é42 ; Fax:
Number of Pages: three
(Including Cover Sheet)

Comments: Please email me at thuyanb.vuefda.hhs.gov for the
most recent RLD labeling.

*This document it intended only for the use of the party to whom it is
addressed and may contain infoxmation that is privileged, sonfideatial, and
protected from disclosure under agplicable law. If you ave not the addressee,
i or a persen authorized to deliverfthe document to the addressee, this

{ - communicaticn is not authorized: *:@f you have received this document in error,

mail, Thank you.

k.

immediately notify us by telep‘hone and return it to w8 at the above address by

B81/83
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REVIEW OF PROFESSIONAL LABELING
DVISION OF LABELING AND FROGRAM SUPPORT
LABELING.REVIEW BRANCH

T

ANDA Mumber; 77-715 - »

Date of Submigsions: 5/19/05 (original submission); 7/28/05 (addition of 300 mg strength)
licant's Name:  Watson Laboratories, Ine. } :

égrabﬁshed Name:  Bupropion Hydrochloride Extendad-ralsase Teblets USP, (XL

150 mg and 300 mg {Once Daity)
; -
Labeling Deficiencies 3 ..

1. CONTAINER (ootlles of 30s, for thé 156 MMsirength, bottlss of 305 and 1000s for the 300 mg strength)

2D

3

a. In order to ensure that sefe) information is¥robiied with a1l antidepressant produsts, we encourage
you to distribute the products only in unit-gthise dickages with each package having 2 MedGuide
affixed to the container. The unit-gflise pagkagds should be designed for direct dispensing 1o the ,
patient, with child-resistant closufRd.and with package sizes based on monthly usage (30, 60's, B0,
eic.) up to @ three months suppiy'sibv’veyer, if you choose to market your proguct in bulk gadcages,
please describe how many madieation guides and patient information leafiets will be provided and how
you planto ensure that the medication guides and patient information leaflats arrive al the pharmagy -
with your product, .- /

4.

b. Principal dispiay panel- revise the established name to read: "BuPROPion Hydrochioride Extendad-
Release Tablets USP (XLY [add "(XL)".

¢. Acd the following statement to the ccma:‘aer labet, preferably on the principzl display panel if space
permiis: “ATTENTION: Dispense with Medication Guide®,

d. Dosage: add “Take one tablet dally or as directed by physician.”
©. Revise "Each Tablet contains:” to “Esch Extendedlﬁe_lease Tablet containg*,
f. Add “Zyban®isa registered frademark of Glaxo $mithKline.” to the side penel of the container label.

g. Please ensure your labels comply with the ¥gr ¢ode requirements prior to full approval.
h. Flease ensure that your container labeds will print in col £ both PDF and Word files. Currently, only
the Word files print in oolor. You are réfninded thet yourlapels submitted in elecironic formal must be

actual size, color and clarity, .4

-

g

INSERT

. Update your labeling based on the aitached approved labeling for the reference listed drug, Wellbutrin

XL, approved February 28, 2008. Your peckage insert should be submitted in portable dacument
formal {(FDF),

b. PRECAUTIONS: N )
PREGNANCY. TERATOGENIGEFFECTS, delete fl references 1o

3. MEDICATION GUIDE

b(4)

& HOW TO TRY TO PREVENT SUICIDAL THOUGHTS AND ACTIONS:
. Third paregraph, fifth buliet, change {see other side) to {see Section 3).
it Fourth paragraph. defete the exirs space between the *s” ang 7 i “visits".

-

B

PRGE: BB R=95x%
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b. THERE ARE BENEFITS AND RISKS WHEN USING ANTIDEPRESSANTS: Replace the symbol ™
with @ for Prozac®, Zoloft® and Anafrani®.. .

c. ISTHIS ALL | NEED TO KNOW IF MY*CHILD 1S BEING PRESCRIBED AN ANTIDEPRESSANT?@» _
Add a new paragraph to 1his section to acknowledge thg registered trademarks as follows: Prozac™ is
a registered trademark of Eli Lilly and Company, Zoloft” is a registered trademark of Pfizer
Pharmaceuticals,and Anafranil® is a registered trademark of /Mallinckrodt inc.

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

The electronic labeling rule published December. 11§;2?)03. {68 FR 69008) requires submission of |abeling
content in electronic format. For additional infaihation, please refer to 21 CFR 314.94(d){ii), SPL
implementation Guide for FDA Content of LaigfRg, Submissions at

hitp:/iwww fda.covieder/regulatory/ersr/SPL2a1 G %20051008 r1.pdf and Docket 928-0251, Memorandum
32. ' AR & '

L7 )
Aithough Docket 828-0251, Memorandum 32 slat'es that as of October 31, 2005, Structured Product
Labeling (SPL) in XML format is the only acceptable formigg for the submission of the content of labeling in
electronic format, sbbreviated new drug applications not §ted as the referenced listed drug (RLD) may be
submitted in PDF and MS Word until the SPL for the RL{E!¢posted on the DailyMed website at
hitp:/daitymed.nim.nih.qovidailymed/about.cfm. Should you decide to take the option of waiting until the SPL
for the RLD is posted on the website, you will be responsible for submitting your content of lsbeling in SPL
within 30 days after the SPL for the RLD is posted on the DailyMed website. if you have any questions on
SPL submissians, please call Mr. Koung Lee at 301-827-7336. ,

To assist in our review, we request that Jabeling also be submitted in MS Word format, °

=
Prior to approval, it may be necessary to reMse your labeling subsequent to approved changes for the
reference listed drug. In order to keep ANDA labsling current, we suggest that you subsctribe to the daily or
weekly updates of new documents postedion the CDER web site at the following address -

.

hitp://www accessdata.fda.qov/scripts/cder/drugsstidalindex.cfm

To facﬂﬂatg review of your next submission, and m'af._,’pordance with 21 CFR 314.94(a)8)(iv), please provide
@ side-by-side comparison of your JDroposed lgbeling with your last submission with all differences annotated

and explained )
W M%(M, &“/

Wm, Petér Rickmaff ¢ 7

Director .°

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachment: RLD insert labeling



ARCHIVAL COPY
WATSON Laboratories, Inc.

A Subsidiary of Watson Phorcheuficols, Inc.

- ORIG AMENDMENT
Neoog AC

March 28, 2006

Mr. Gary Buehler

Director, Office of Generic Drugs (HFD-600)
OGD, CDER, FDA

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Telephone CMC Amendment

RE: ANDA #77-715 R
Bupropion HC] Extended-Release Tablets, USP ECE | VED

MAR 2 9 2006
OGD / CDER

Watson Laboratories, Inc. is submitting this Telephone CMC Amendment to provide a
complete response to the OGD’s faxed comments of March 20, 2006 (see attached) in
support of Bupropion HCI Extended-Release Tablets, ANDA #77-715. The FDA
comment appears in bold italic font below, with our response immediately following the
comment.

Dear Mr. Buehler:

A.  Deficiencies

1. Please commit to updating the drug product specifications to incorporate the
drug release testing requirements as specified by the Division of
Bioequivalence when requested by DBE.

Watson commits to updating the drug product specifications to incorporate the
drug release testing requirements as specified by the Division of Bioequivalence
when it is requested by DBE.

2. Please clarify what role the === bags will play in the
container/closure system for the 150 and 300 mg strengths. Will the bags be
in contact with the drug product? b(‘)

The «==—  bags are identified as In-Process Containers in the Major
Amendment, Addition of 300 mg Product Strength, submitted July 27, 2005.
As such they are used between steps in the manufacturing process, such as after

=

311 Bonnie Circle, Corona, CA 92880 ¢ Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



Bupropion HC| Extended-Release, Film-Coated Tablets, USP
150 mg and 300 mg

ANDA #77-715

March 28, 2006

Page 2 of 3

final packaging configuration(s). Quality and safety information regarding these
-~ bags was provided on pages 710-715 and 730-743, respectively, of
the Major Amendment, dated July 27, 2005. The ==~ bags play no role “\M
in the final container/closure system. Because the drug product is tested and
released after packaging in the final container/closure system, any effect these
s bags may have on the drug product is evaluated.

3. There appears to be a discrepancy in the limit for RSD in the in-process
controls on pp.661 and 655 of vol.3.1. Please explain.

The Blend Uniformity RSD limit of «=/ in the in-process controls (Data Sheet
for Blend Uniformity Testing) on page 661 is the protocol specification for the
Exhibit Batch only. The Blend Uniformity RSD of NMT =% on page 655 is
the regulatory specification for process validation of post approval production
batches.

4. Please verify that the reference standards used in the testing of the 300 mg
strength of the drug product are the same as those used for the 150 mg
strength in the original ANDA. If they are not the same please provide details
with regard to source, lot number and expiration date.

The USP reference standard used for the testing (In-Process and Release) of the
300 mg strength product is the same used for the 150 mg strength in the original
ANDA. This information is provided on page 86 of the original ANDA
submitted May 19, 2005. The reference standard used was the USP reference
standard for Bupropion Hydrochloride, Lot FOC123. This lot expired February
2006. The current USP reference standard, Lot GOE048, is being used for
stability testing.

5. Please provide sample information (lot number) used in the analytical
methods for the 300 mg strength.

For the typical chromatograms provided in the analytical methods in the Major
Amendment, Addition of 300 mg Product Strength, dated July 27, 2005, the
“Sample Name” contains the lot number. For example for the typical
chromatograms for: assay (Figure 4) the lot number was Lot #F-0003-098; for b ( 4)
Chromatographic Purity (Figure 6) the lot number was Lot #F0003080B; and for

- content (Figure 8) the lot number was Lot #F-0003-098-1.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\9 Telephone Amend
28MAR2006\CL.doc



Bupropion HCI Extended-Release, Film-Coated Tablets, USP
150 mg and 300 mg

ANDA #77-715

March 28, 2006

Page 3 of 3

B.  In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. Please submit all available room temperature stability data.

Please see EXHIBIT #1 for Controlled Room Temperature Stability Data through
12 months for the 150 mg strength (ANDA Exhibit Batch #XT4L029) and
through 9 months for the 300 mg strength (ANDA Exhibit Batch #XC5B013).

We have enclosed one (1) Archival and one (1) Review copy. In accordance with 21 CFR
§314.96(b), one (1) field copy of the application will be forwarded to the manufacturing
facility’s district office, in Buffalo, NY. Watson Laboratories, Inc. certifies that the Field
Copy is a true copy of the technical section contained in the archival and review copy of this
amendment.

Please contact me by telephone at (951) 493-5446 or by fax at (951) 493-4581 if you have
any questions or if I can assist you with the review of this application.

Sincerely, -

Emest Lengle, Ph.D.

Executive Director,
Enclosure

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\9 Telephone Amend
28MAR2006\CL.doc



@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, inc.

March 23, 2006

Gary Buehler, R.Ph.
Director, Office of Generic Drugs

Center for Drug Evaluation and Research (HFD-600) REGE&V ED
Food and Drug Administration 6
Metro Park North II MAR 2 4 200

7500 Standish Place, Room 150
QGD / CDER

Rockville, MD 20855-2773
Patent Amendment

RE: ANDA #77-715
Bupropion HCI Extended-Release Tablets, USP (150 mg and 300 mg)
PATENT NOTIFICATION

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application, ANDA #77-715 for Bupropion
Hydrochloride Extended-Release Tablets, USP.

Watson Laboratories, Inc. (“Watson”) is amending the subject application as follows:

e inaccordance with 21 C.F.R. §314.95(b) and §314.95(¢), to provide
documentation that notice of Watson’s Paragraph IV Certification against U.S.
Patent #6,096,341 (“the ‘341 patent™) and Patent #6,143,327 (“the ‘327 patent”)
were provided and received

Watson certifies that on July 21, 2005 and July 28, 2005 it sent notice of its Paragraph IV
Certification against the ‘341 and 327 patents to Biovail Laboratories, Inc. and SmithKline
Beecham Corp, dba GlaxoSmithKline (hereafter referred to as GlaxoSmithKline) in
accordance with 21 C.F.R. §314.95(a). GlaxoSmithKline is the licensee of the ‘341 and ¢327
patents from Biovail and is the holder of the approved application under §505(b) of the
Federal Food, Drug and Cosmetic Act for the listed drug, Wellbutrin XL®. Watson is
seeking approval of a generic version of Wellbutrin XL®. The content of Watson’s notice
letter complied with the requirements set forth in 21 C.F.R. §314.95(c). The notice to
Biovail Laboratories, Inc. was sent via Registered Mail, return receipt requested and the
notice to GlaxoSmithKline was sent via Registered mail, return receipt requested.

As proof of receipt of notification pursuant to 21 C.F.R. §314.95(e), Watson encloses the
following documentation:

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



@

Bupropion HCI ER Tablets, USP

150 mg &300 mg

Patent Amendment

ANDA #77-715

January XX, 2006

Watson Laboratories, Inc. Page 2 of 2

As proof of receipt of notice of the ‘341 and ‘327 patents by Biovail Laboratories, Inc.

(Notices for each strength [150 and 300 mg] were sent separately.) (Please see

EXHIBIT 1): .

e Copy of the International Registered Mail label to Biovail Laboratories, Inc., St.
Michael, Barbados (July 21, 2005 post for 150 mg strength)

e Copy of International Return Receipt indicating delivery on August 19, 2005 (For
150 mg strength)

e Copy of the International Registered Mail label to Biovail Laboratories, Inc., St.
Michael, Barbados (July 28, 2005 post for 300 mg strength)

¢ Please note: the Return Receipt for the International Registered Mail originally
sent to Biovail Laboratories, receipt was not returned, provided is a copy of the
Return Receipt sent to Biovail Laboratories, Inc.

As proof of receipt of notice of the ‘341 and ‘327 patents by GlaxoSmithKline.

(Notices for each strength [150 and 300 mg] were sent separately.) (Please see

EXHIBIT 2):

e Copy of the Domestic Registered Mail label to GlaxoSmithKline, Research
Triangle Park, NC (July 21, 2005 post for 150 mg strength)

e Copy of the Domestic Return Receipt indicating delivery on July 25, 2005 (For
150 mg strength)

e Copy of the Domestic Registered Mail label to GlaxoSmithKline, Research
Triangle Park, NC (July 28, 2005 post for 300 mg strength)

e Copy of the Domestic Return Receipt indicating delivery on August 2, 2005 (For
300 mg strength)

Additionally, we have received notification from Biovail Laboratories International SRL
(Biovail), of the filing of a lawsuit for infringement of the United States Patents #6,096,341
and #6,143,327. The complaint was filed in the Southern District of New York on
September 6, 2005 and assigned Civil Action No. 05-CV-7799. A copy of this complaint is
included for your reference (EXHIBIT 3).

We have enclosed one volume each of (1) Archival and one (1) Review copy. Should you
have any questions concerning this amendment, please contact me by telephone at
(951) 493-5446 or by fax at (951) 493-4581.

Ernest Lengle, PhAD.
Director, Regulatory Affairs

Enclosure

V:Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin XL)\Amendments\8 Patent Notificaiton 23MAR2006\CL Bup
PIV.doc
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FDA FAX

ANDA 77-715

OFFICE OF GENERIC DRUGS, CDER, FDA
i Document Control Room, Metro Park North I
7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)

TO: Watson Laboratories, Inc. TEL: 951-493-5452

ATTN: Christina M. Woods FAX: 951-493-4581
| FROM: Thomas Hinchliffe PROJECT MANAGER: (301) 827-5771
i Dear Madam:

] .

| This facsimile is in reference to your abbreviated new drug applioation dated May 19, 2005, submitted pursuant o

| Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Extended-release
Tablets, USP, 150 mg.

Pages (including cover): _Z-

SPECIAL INSTRUCTIONS:

The deficiencies presented below represent MINOR deficiencies and the current review cycle will remain
open. You should respond to these deficiencies with a TELEPHONE amendment within ten days. If you
| have questions regarding these deficiencies please contact the Project Manager, Tom Hinchliffe, at 301-
| 827-5771. Please submit documentation by fax to the attention of the Project Manager at 301-443-3839.
| Please also submit official hard copies of any faxed documentation to the Document Room.

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

| I received by someone other than the sddrossce or a person authorized to deliver dis docurnent to the addressee, you are hereby notified that sny disclosure,

{  dissemingtion, copying, or other action to the content of this comhunication is. e aathorized. If you have received this document in error, please fmmedistely
notify us by telephone and rewmn it to us by mail a1 the above address,

MAR-20-20B6 11:33AM FRX: ID:R A PRGE:B91 R=188%
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36. CAEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77-715 APPLICANT: Watson Laboratories Inc.,
DRUG PRODUCT: Bupropion Hydrochloride Extended Release Tablets USP, 150 and 300 mg

The deficiencies presented below represent MINOR deficiencies and the current review cycle
will remain open. You should respond to these deficiencies with a TELEPHONE amendment
within ten days. If you have questions regarding these deficiencies please conlact the Project
Manager, Tom Hinchliffe, at 301-827-5771. Please submit documentation by fax to the attention
of the Project Manager at 301-443-3839. Please also submit official hard copies of any faxed
documentation to the Document Room.

A. Deficiencies:
1. Please commit to updating the drug product specifications to incorporate the drug

release testing requirements as specified by the Division of Bioequivalence when
requested by DBE.

2. Please clarify what rolo8ill =~ — ‘will play in the container/closure system
for the 150 and 300 mg stiengths. Will Siclags be in contact with the drug product? b(4)

3. There appears to be a discrepancysin the limit for RSD in the in-process controls on pp.
661 and 655 of vol. 3.1. Please expiain.

4. Please verify that the reference standards used in the testing of the 300 mg strength of
the drug product are the same as those used for the 150 mg strength in the original
ANDA. If they are not the same, please provide details with regard to source, lot
number and expiration date.
5. Please provide sample information (lot number) used in the analytical methods for the
300 mg strength. '
B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. Please submit all available room temperature stability data.

. MAR-20-28086 11:33AM  FAX: ID:R A PRGE:BB2 R=168%



ARCHIVAL COP
@ WATSON Laboratories, Inc. Y

A Subsidiary of Watson Pharmaceuticals, Inc.

December 06, 2005

Mr. Gary Buehler ORIG AMENDENT
Director, Office of Generic Drugs (HFD-600) \/ ;.’.;{.}MENT
OGD, CDER, FDA N / # C
Metro Park North II :

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Major CMC Amendment
RE: ANDA #77-715

Bupropion HCL Extended-Release Tablet, USP
150 mg and 300 mg

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Major CMC Amendment to provide a
complete response to OGD’s faxed comments of November 03, 2005 (see attached) in
support of Bupropion HCL Extended-Release Tablets, USP, ANDA #77-715. OGD’s
comments appear in bold italic font below, with our response immediately following each
comment.

A. Deficiencies:

1. Please provide cGMP certification for the Watson Laboratories site located in
Corona, CA.

Watson’s cGMP Certification is not site specific; it certifies all sites including
both the Carmel, New York facility and the Corona, California facility. I spoke
with our Project Manager, Thomas Hinchliffe, on November 14, 2005 and he said
this was an acceptable practice. The cGMP certification for the 150 mg product
was submitted on Page 358 of the original ANDA and that for the 300 mg product
was submitted on Page 221 of the Major Amendment dated July 27, 2005. Both
cGMP Certifications are presented in EXHIBIT #1 for the reviewer’s reference.

2. Please provide chemical structures for all impurities contained in both the drug
substance and the drug product.

The three Related Substances listed below are common to both the API and

Finished Product and -all have acceptance limits specified in the D%Wﬁb
Specification as well as in the Drug Product Specification. R i

o DEC ¢ 7 2003
;o OGD/CDER

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



Bupropion HCI ER Tablets, USP

150 mg and 300 mg
ANDA #77-715
December 06, 2005
Watson Laboratories, Inc. Page 2 of 5
CHEMICAL NAME
M

Please see EXHIBIT #2 for the chemical structures of each of these three Related
Substances.

3. Please provide more information with regard to the two sites of manufacture of
the drug substance by =" The addresses and cGMP certificates for
both sites should be provided.

Bupropion HCI API is produced by - at either of two
manufacturing sites in The addresses for both sites are provided on

DMF Letter of Authorization presented on Page 63 of the original
apphcatlon and below. bld)

API Manufacturing Sites:

I Bupropion HCl Lot # === (Watson’s Lot #E1263AE)
was used to manufacture both the 150 mg and 300 mg ANDA Exhibit Batches,
although we filed both ==~ manufacturing sites in the ANDA and provided
a non-site specific cGMP Statement of Commitment (Page 67 of original ANDA)
for “all /e ) facilities” as well as the most recent Establishment Inspection MA')
Report for.each of the two manufacturing sites (Page 69 and 70 of original
ANDA). Please sece EXHIBIT #3 for swemsmasw.. DMF Letter of Authorization,
¢GMP Statement of Commitment and Establishment Inspection Reports for their
two API manufacturing sites.

4. Please indicate on the COA for the drug substance which === 'site was
used in the synthesis.

The API manufacturer’s Certificate of Analysis lists the address of the
manufacturing site of the respective API lot. Please see EXHIBIT #4 for
semwme= - AP Certificate of Analysis for Bupropion HCl Lot =~ =" “\M
'(Watson s Lot #E1263 AE), which was previously presented on Page 73 of the
original ANDA and specifies the  wewwmesm—=—  manufacturing facility.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCIl ER (Wellbutrin
XL)\Amendments\7 Major CMC Amend 02DEC2005\1-CL.doc
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Bupropion HCI ER Tablets, USP
150 mg and 300 mg

ANDA #77-715

December 06, 2005

Watson Laboratories, Inc. Page 3 of 5

5. Please provide comparison testing data for the in-house and USP methods for

Assay and Related substances in the drug substance and drug product.

Please sec EXHIBIT #5 for comparison testing data for the in-house and USP
methods for Assay and Related Substances in the Drug Substance and Drug
Product.

. Please update the drug product specifications to incorporate the drug release

testing requirements as specified by the Division of Bioequivalence.

I spoke with our Bioequivalence Reviewer, Christina Thompson, on

November 14, 2005 regarding this comment and she noted that DBE did not
specify a Drug Release Specification and cannot until the Comparative
Dissolution Testing that was requested by DBE on October 05, 2005 is received
and evaluated. I later spoke with our Project Manager, Thomas Hinchliffe, on
November 14, 2005 and he agreed that Watson’s Drug Product Specifications
need not be updated until requested and specified by DBE.

Watson provided Single Media Dissolution Profiles for each of the two strengths
of the Test and Reference Products (water, acetate buffer at pH 4.5 and phosphate
buffer at pH 6.8) on Pages 47-54 of an amendment submitted on July 27, 2005
and again as Exhibit #1 of our October 12, 2005 response to OGD’s faxed
Bioequivalency Comments of October 05, 2005. For the convenience of the
reviewer, these profiles are presented again as EXHIBIT #6 along with a memo
correcting a typographical error describing the media used for pH 6.8 phosphate
buffer dissolution profiles of 300 mg Test and Reference Batches.

The COA for the finished product provided on p. 877 of the ANDA has
RCBT-00006-00 listed as the method for all Tests. Please explain why the Test
Method is the same when all of the Tests are different. '

The comprehensive Finished Product Test Method RCBT-00006-02 (for 150 mg)
is presented in EXHIBIT #7 and contains all methods necessary to analyze all
required test attributes as listed on the Finished Product Specification and
Certificate of Analysis. Because Test Method RCBT-00006-02 contains all
Finished Product methods necessary, it is listed on the Certificate of Analysis as
the Test Method utilized after each Test Attribute. The same situation holds true
for the 300 mg Finished Product Test Method RCBT-00013-01, which is also is
presented in EXHIBIT #7.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin
XL)\Amendments\7 Major CMC Amend 02DEC2005\1-CL.doc



Bupropion HC] ER Tablets, USP

150 mg'and 300 mg

ANDA #77-715

December 06, 2005

Watson Laboratories, Inc. Page 4 of 5

8. Please change the protocol to provide controlled room temperature data for the
exhibit batch out to the proposed expiration date.

. We have revised the Controlled Room Temperature Research and Development
Stability Evaluation Report for the 150 mg ANDA Exhibit Batch #XT41.029
(Protocol #RDSPCOR0160403) to show columns for 12, 18, 24 and 36 months h@}
stability data. Although the proposed expiration period for this product is
~—months, this stability study continues through 36 months for information only.
Please see EXHIBIT #8 for the revised 150 mg Research and Development
Stability Evaluation Report.

9. Please revise the expiration date to include the statement that calculation of the
expiration date begins when the API is added to the blend.

Please see EXHIBIT #9 for the Proposed Expiration Period Statement, which has
been revised to note that calculation of the expiration date begins when the API is
first added or mixed with another ingredient.

10. Please remove “300 mg” from the entire text of the ANDA with regard to the
drug product, analytical methods and validation.

On July 27, 2005, we amended the 300 mg strength to ANDA #77-715. In
anticipation of this addition, our Drug Product Test Methods were developed and
validated to include both the 150 and 300 mg strengths. Because our application
includes the 300 mg strength, we believe it is appropriate for the Test Methods
and Validation Reports to also include this strength and we therefore respectfully
decline to remove “300 mg” from the entire text of the ANDA with regard to the
Drug Product Analytical Methods and Validations.

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. Please submit all available room temperature stability data.

Please see EXHIBIT #8 for Controlled Room Temperature Stability Data through

9 months for the 150 mg strength (ANDA Exhibit Batch #XT4L029) and through

6 months for the 300 mg strength (ANDA Exhibit Batch #XC5B013). Although

the proposed expiration period for this product is *~months, these stability h@‘)
studies continue through 36 months for information only.

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin
XL)\Amendments\7 Major CMC Amend 02DEC2005\1-CL.doc



@ Bupropion HCI ER Tablets, USP

150 mg and 300 mg

ANDA #77-715

December 06, 2005

Watson Laboratories, Inc. Page 5 of 5

2. We acknowledge your amendment dated July 27, 2005 for the addition of a new
strength. This amendment will be considered a major amendment and will be
reviewed in the second cycle, after you have responded to the above deficiencies.

We acknowledge that you have received our July 27, 2005 Amendment to add the
300 mg strength and that it will be reviewed in the second cycle, after you receive
this amendment responding to the comments dated November 03, 2005.

Additionally, we have taken this opportunity to provide, in EXHIBIT #10, a corrected
footnote for o -in our 150 and 300 mg Components and Composition b(4}
Statements and Proportionality Data Tables.

We have enclosed one (1) Archival and one (1) Review Copy. In accordance with

21 CFR §314.96(b), one (1) Field Copy of this CMC Amendment will be forwarded to
the manufacturing facility’s district office, in Buffalo, NY. Watson Laboratories, Inc.
certifies that the Field Copy is a true copy of the technical section contained in the
Archival and Review Copies of this Amendment.

We trust the information submitted in this CMC Amendment is sufficient for this
application to be evaluated. Please contact me by telephone at 951-493-5452 or by
facsimile at 951-493-4581 if you have any questions or if I can assist you with the review
of this application.

Sincerely,

(il

Christine M. Woods
Associate Director, Regulatory Affairs

V:\Regulatory Affairs\R&D RA Submissions\ANDAs_A-D\Bupropion HCI ER (Wellbutrin
XL)\Amendments\7 Major CMC Amend 02DEC2005\1-CL.doc



, i':MnJORAMENi)MENT | N |
ANDA TITI5 . o NOV 03 2005

{ OFFICE OF GENERIC DRUGS, CDER, FDA

1 Document Control Room, Metro Park North I

7500 Standish Place, Room 150
Rockvrlle,MD 20855-2773. (301-594-0320) -

APPLICANT Watson Laboratones, Inc. . o TEL: 951-493-5452

ATTN: Christina M. Woods | B FAX: 951-493-4581

" FROM: Thomas Hinchliffe : ' PROJECT MANAGER: (301) 827-5771

Rt :Dear Madam

. ' ’ Th1s facsmnle isin reference to your abbrewated new drug apphcatron dated May 19; 2005, submitted pursuant to
ey N “Section 505 (j) of the Federal Food, Drug, and Cosmetlc Act. for Bupropron Hydrochlonde Extended—release
A - Tablets, USP; 150 mg. .

~ The application is deﬁcwnt and, therefore Not Approvable under Section 505 of the Act for the reasons provided in '

the attachments ( ._pages). . This facsumle is'to be regarded asan ofﬁclal FDA commumcatlon and unless

requested ahard copy will not be mailed.

1 The ﬁle on this apphcatlon is now closed You are. requlred to take an actlon descnbed under 21 CFR'314. 120 |

_ which will eitheramend or withdraw the apphcatron Your amendment: should respond to all of the deficiencies
- listed. Facsrmlles or part1a1 replies. willnot be consrdered for review, nor will the review clock be reactivated until
- all deficiencies have been addressed: The response to this facsumle will be consrdered to representa MAJOR

AMENDMENT and will be reviewed according to current: OGD pohcres and procedures The de51gnatron asa -
- MAJOR AMENDMENT should appear. prommently in your cover letter. You will be notified ina separate
~ communication from our Division of Bloequwalence of any deﬁcrencres identified dunng our review of your
v‘}ibroequrvalence data. If this represents a second or greater occasion upon which srgmﬁcant (MAJ OR) deficiencies -
~ have been 1dent1ﬁed please contact the PI’Q] ect Manager wrthrn 30 days for further clanﬁcatlon or. a551stance

4 SPECIAL INSTRUCTIONS SR : : ' : :
i | FDA’s ‘Office of Genenc Drugs 1s now acceptmg and encouragmg electromc ANDA submlssrons
1 THIS DOCUMENT IS IN TENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
-MAY CONTAIN INFORMATION THAT IS PRIVILEGED CONFIDENTIAL OR PROTECTED FROM S

- DISCLOSURE UNDER APPLICABLE LAW.

" If received by someone other than the addressee or a person authonzed to dehver this. document to'the addressee, you are-hereby notified that any disclosure;

"-dissemination, copying, or-other action to the content of this communication. is not authonzed Ifyou have recerved thls document in.error, please 1mmed1ately

. | notify us'by telephone and. feturn it to us by maﬂ at the' above address )




"0V 03 2005

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

et

ANDA: 77-7l5 | ‘ APPLICANT : Watson Laboratories Inc.

DRUG PRODUCT: Bupropion Hydrochlonde Extended Release Tablets USP 150 mg
The deﬁ01en01es presented below represent MAJOR deficiencies.
A. Deficiencies:

l) Piease provide cGMP certification for the Watson Laboratories site located in Corona,

2) Please provide chemical structures for all impurities coritained in both the drug
substance and the drug product. _

3) Please provide more 1nformat10n w1th regard to the two sites of manufacture of the
drug substance by ~ mmmm The addresses and cGMP certlﬁcates for both sites should b(4)
be provided. : ‘

4) Please indicate on the COA for the drug substance Wthh - site was used in

the synthe51s SR
5) Please prov1de comparison testmg data for the in-house and USP methods for Assay
and Related substances in the drug substance and drug product

6) Please update the drug product spemﬁcatlons 10 mcorporate the drug release testlng '
requrrements as specrﬁed by the Division of B1oequ1va1ence o ,

7) The COA forthe ﬁmshed product provrded on p. 877 of the ANDA has RCBT—
00006-00 listed as the method for:all Tests Please explam why the Test Method is'the
‘same when all of the Tests are drfferent

, 8) Please change the protocol to provrde controlled room temperature data for the exhrbrt
- batch out to the proposed exprratlon date : ,

9) Please revise the explratlon date to mclude the statement that calculat10n of the
-expiration date beglns when the API is added to the blend

10) Please remove “300 mg” from the entlre text of the ANDA w1th regard to the drug
 product, analyt1ca1 methods and valldatlon : - :



B. In addition to responding to the deficiencies presented above please note and
acknowledge the following comments in your response:

1) Please submit all available room temperature stability data.

2) We acknowledge your amendment dated July 27, 2005 for the addition of é new »
strength. This amendment will be considered a major amendment and will be reviewed
in the second cycle, after you have responded to the above deﬁc1en01es

Sincerely yours,

Florenee Fang, Ph.D.

Director
Division of Chemistry I
- Office of Generic Drugs
Center for Drug Evaluation and Research



Memo

To: File A04
o

From: R&D Operations
cC:
~ Date: October 12, 2005

Re: Biowavier Dissolution Profile Results of Bupropion Hydr_ochloride ER Tablets, 300mg

There was a typographical error in the attached dissolution profile results for the above-
mentioned sample. The dissolution media that were used for the Watson lot # XC5B013 and
GlaxoSmithKline lot # 4ZP1099 should read as “pH 6.8 phosphate Buffer”, instead of "pH 6.8
Acetate Buffer”.

APPEARS THIS WAY
ON ORIGINAL



ARCHIVAL COPY
@@ WATSON Laboratories, inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

October 12, 2005

Mr. Gary Buehler

Director, Office of Generic Drugs (HFD-600) .
OGD, CDER, FDA RECEIVED
Metro Park North II L
7500 Standish Place, Room 150 0CT 1§ 2005

Rockville, MD 20855-2773 | D GD/CDER

Bioequivalency Amendment

RE: ANDA #77-715
Bupropion HCL Extended-Release Tablet, USP
150 mg and 300 mg

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Bioequivalency Amendment to provide a
complete response to the OGD’s faxed comments of October 5, 2005 (see attached) in
support of Bupropion HCL Extended-Release Tablets, USP, ANDA #77-715. The
comments appear in bold italic font below, with our response immediately following each
comment.

Comments:

1. Please conduct comparative dissolution testing using 12 units of each test and
reference product in three other dissolution media (water, USP buffer media at
PH 4.5, and 6.8) using USP Apparatus 1 (Basket) at 75 rpm. Sufficient
sampling times are recommended to provide assurance against premature
release of the drug (dose dumping) from the formulation.

Watson Laboratories filed a Major Amendment to ANDA #77-715 for the 7
addition of the 300 mg product strength of Bupropion HC! Extended-Release
Tablets, USP on July 27, 2005. On pages 47-54 of that amendment, Single Media
Dissolution profiles were presented for each of the two strengths of the test and
reference products (water, acetate buffer at pH 4.5 and phosphate buffer at pH
6.8). For the convenience of the reviewer these profiles are presented again as
Exhibit 1.

This study includes data from the 150 mg test and reference batches (Lots
{0 #XTA4L029 and #04D014P, respectively) used in the Bioequivalence Studies

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 * Website: www.watsonpharm.com



Bupropion HCI Extended-Release Tablets, USP

150 mg and 300 mg

ANDA #77-715

October 12, 2005

Watson Laboratories, Inc. Page 2 of 2

(Protocol #40431 for the fed study and Protocol #40432 for the fasted study)
provided in the original ANDA, as well as from the 300 mg test and reference
batches (Lots # XC5B013 and #4ZP1099, respectively) from the Biowaiver
provided in the Amendment dated July 27, 2005.

Exhibit 2 includes a memo correcting a typographical error describing the media
used for pH 6.8 phosphate buffer dissolution profiles of 300 mg test and reference
batches, which are included here in Exhibit 1 as well as the Major Amendment
dated July 27, 2005.

We have enclosed one volume each of one (1) Archival and one (1) Review Copy.

We trust the information submitted in this Bioequivalency Amendment is sufficient for
this application to be evaluated. Please contact me by telephone at (951) 493-5452 or by
fax at (951) 493-4581 if you have any questions or if I can assist you with the review of
this application.

Sincerely,

et (R

Christine M. Woods
Associate Director, Regulatory Affairs

Enclosures




[orommmcrmmonee
aoa7ms OCT 05 2005

OFFICE OF GENERIC DRUGS, CDER, FDA
. Document Control Room, Metro Park North II

‘7500 Standish Place, Room 150 .
Rockville, MD 20855-2773 (301-594-0320)

‘ APPLICANT : Watson Laboratories, Inc. R FTE'L: 95 l‘-'49v3 -5452

] ATIN: Christine M. Woods - FAX: 951-493-4581

FROM: Christina Thompson ¢y - PROJECT MANAGER: 301-827-5847

L " Dear Madam'

" This facsimile is in reference to the bloequlvalency data submltted on May 19, 2005, pursuant to Sectlon 505(]) of

o . the Federal Food, Drug, and Cosmetic Act for Bupropron Hydrochlonde Extended-release Tablets, USP, 150 mg.

,The Division of B1oequ1va1ence has completed its review of the submission(s) referenced above and has 1dent1ﬁed
“deficiencies which are presented on the attached one pages. This facsrmlle is to be regarded as an official FDA
g commumcatlon and unless requested a hard-copy wﬂl not be mailed. - :

_ You should submit a response. to these deﬁmenmes in accord with 21 CFR 3 14.96. Your amendment should .
‘respond to all the deficiencies listed. ‘Facsimiles or partial replies will not be consxdered for review, nor will the -

- reV1ew clock be reactivated until all deficiencies have been ‘addressed. Your cover letter should clearly indicate that - .

A the response isa "Bloequwalency Amendment" and clearly 1dent1fy any new studles (i.e., fasting, fed, multiple 1

1 dose, dissolution data, waiver or dissolution walver) that might be inicluded for: each strength. ‘We also request that

* you include a copy of this: communication with your response. Please submrt a copy of your amendment in both an
- archival (blue) and'a review (orange) Jacket Please direct any quest10ns concermng tlns commumcatlon to the
’ prOJect manager 1dent1ﬁed above :

SPECIAL INSTRUCTIONS: -

25 THIS DOCUMENT 2 lN TENDED ONLY FOR THE USE OF THE PARTY TO WHOM ITIS ADDRESSED AND
4 MAY CONTA]N INFORMATION THAT IS PRIVILEGED CONFIDENTIAL OR PROTECTED FROM'
" DISCLOSURE UNDER APPLICABLE LAW. '

I received by someone other than the addréssee, or a.person: authorlzed to dehver this document to the addressee, you are hereby Tnotified that any dlsclosure,

g dlssemmatlon, copying, or other action to the content of this commumcatlon ismot authonzed Ifyou have recewed thxs document in error, please 1mmedlate1y B

nottfy us by telephone and return it to us by mail at the above address



'BIOEQUIVALENCE DEFICIENCIES

'ANDA: 77-715 APPLICANT Watson Laboratorles,,Inc;

DRUG7PRODUCT: Buproplon HCl Extended Release Tablet USP
150 mg .

The Division of‘Bioequivalence has completed its review of.
the dissolution testing portion of your submission(s)
acknowledged on the cover sheet. The review of the

. bioequivalence studies will be conducted later. The

~ following deficiency has been identified:

Please conduct comparative dissolution testing using 12
~units of each test and reference product in three other
dissolution media (water, USP buffer media at pH 4.5, and
6.8) using USP Apparatus 1 (Basket) at 75 rpm. Suff1c1ent _
sampling times are recommended to prov1de assurance agalnst
premature release of the drug (dose dumplng) from the
rjformulatlon '

We acknowledge that you have prov1ded in-vivo study data,
dlssolutlon data, and formulation data in the electronlc

format recommended by the D1v1s1on of Bloequlvalence

fPlease note that the bloequlvalence comments prov1ded 1n'

- this communication: are preliminary.: ‘These comments are.

-7,'subject,to rev181onvafter review of the in vivo studies.

.SinCerelyvyburs,_

"Dale P. Conner, Pharm D

;;Dlrector,vD1v1s1on of Bloequlvalence 3iﬁ,.g,

’-Offlce of ‘Generic" Drugs

’Center for Drug Evaluatlon and Research;:ms;@f



SEP-27-2085 14:37 FROM:R A 9514934581 TO: 913814433847 P.1-38

. WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaggeuticals. nc
REGULATORY AFFAIRS

—
This message 1s for the solc usc of the intended recipicnts and may contain confidential and prvileged
information. Any unauthorized review, use, disclosure or distribution is prohibited. If you arc not an
intended recipicar, please conmact the sender by reply fax and destroy all copies of the onginal message.
FACSIMILE TRANSMITTAL SHEET
TO! FROM:
Iamn Margand, Pharm. D. Christine M. Woods
Project Manager, OGD Associate Director, Regulatory Affairs
COMPANY: DALE:
Office of Generic Drugs, CDER 09/27/05
FAX NUMBIR: TOTAL NO. OF PAGHS INCLUDING COVER:
(301) 443-3847 9
PIIONE NUMBEK: SENDEK’S REFERENCE NUMBER:
(301) §27-5835 ANDA #77-715
R YOUR REFERENCE NUMBIER:
ANDA #77-715: Telephone Amendment
Bupropion HCI TR Tablets, USP
1530 mg & 300 mg
v.
Ouscent Mrok keview O rLcase comment  OpLizase REPLY [J PLEASE RECYCLE
Dear Dr. Margand:
Please find attached our Telephone Amendment to OGD in responsc to the request. for
documentation we received on September 26, 2005 regarding ANDA #77-715, Bupropion HCI
ER ‘L'ablets, USP.
If you require additional information, please contact me by telephone at (951) 493-5452, or by fax
at (951) 493-4581.
Sincetely,
Chnsune M. Woods
Associate Director, Regulatory Affairs

311 Bonnie Circle, Corona, CA 92880 o Tel: 800/249-5499 + Website: www.watsonpharm.com

V:\Regulatory Affairs\R&D RA Submissions\AND Ax_AT)\Bupropion FICl ER (Welibutrin
XIN Anendmenn\ Tdephone_09.26.05\Fax CS.doc



SEP-27-2885 14:37 FROM:R A 9514934581 TO: 3913814433847 ‘P.279

{
WATSON Laboratories, Inc.

N\

A Subsidiary of Watson Pharmaceuticals. Inc

September 27, 2005

Mr., Gary Buchler

Director, Office of Generic Drugs (HFD-600)
OGD, CDER, FDA

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Telephone Amendment

RE: ANDA #77-715
Bupropion HCI Extended-Relcasc Tablets, USP

Dcar Mr. Buehler:

Watson Laboratories, Inc. is submitting this Telephone Amendment to provide a
complete response to the telephone request of Scptember 26, 2005 by Mr. Jain Margand,
OGD Regulatory Project Manager, in support of Bupropion HCl Extended-Relcase
Tablets, ANDA #77-715. The FDA comment appears in bold italic font below, with our
response immediately following the comment.

Please provide original signed copies of the Sollowing documents listing
both strengths of Bupropion HCI Extended-Release Tablets, USP,
150 mg & 300 mg:

Generic Drug Enforcement Act Statement
Environmental Impact Statement

Outside Firms '

Reprocessing Statement

Please find enclosed original signed copies of the Generic Drug Enforcement Act
Statement and Environmental Impact Statement for Bupropion HCI Extcnded-
Relcase Tablets, USP, 150 mg & 300 mg, as requested. Please also find enclosed
the Outside Firms Table (Section X.1) and the Reprocessing Statement (Section
X1.4). '

We have enclosed one (1) Archival and onc (1) Review copy. In accordance with 21 CFR
§314.96(b), one (1) ficld copy of the application will be forwarded to the manufacturing
facility’s district office, in Buffalo, NY., Watson Laboratories, Inc. certifies that the Field
Copy is a true copy of the technical section contained in the archival and review copy of this
amendment.

311 Bonnie Circle, Corona, CA 92880 » Tel: 800/249-5499 ¢ Website: www.walsonpharm.com



SEP-27-2@85 14:37 FROM:R A 9514934581 TO:913814433847 P.3/9

W
e
Bupropion HC! Extended-Release, Film-Coated Tablets, USP
U ’ 150 mg and 300 mg
ANDA #77-715
September 27, 2005
Page 2 of 2

Please contact me by telephone at (951) 493-5452 or by fax at (951) 4934581 if you have
any questions or if I can assist you with the revicw of this application.

Sincerely,

(b’

Christine M. Woods
Associate Director, Regulatory Affairs

Enclosure

VARegulutory AffairdR&D RA SubmissiondANDAs_A-D\Bupropion HCI ER (Wellbutrin
XLiamendmentdTelephone_09.26.03CL.doc



ARCHIVAL COFY
) WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

July 28, 2005

ORiG M%ﬁﬁgm
Gary Buehler, R.Ph.

Director

OGD, CDER, FDA

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Labeling Amendment

RE: Abbreviated New Drug Application #77-713
Bupropion Hydrochloride Extended-Release, Film-Coated Tablets, USP
150 mg and 300 mg

ELECTRONIC DRAFT LABELING INCLUDED
Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Amendment to our original Abbreviated
New Drug Application #77-715 for Bupropion Hydrochloride Extended-Release,
Film-Coated Tablets, USP, 150 mg. We inadvertently did not include the labeling
CD for the Major Amendment dated July 27, 2005, so it is being provided in this
Amendment.

In accordance with 21 CFR §314.94(d)(ii) as effected June 8, 2004 which required the
submission of electronic labeling, Watson provides one (1) computer CD ROM
containing Watson proposed labeling in Adobe PDF format. Side-by-side
comparisons of Watson’s proposed draft labeling and Wellbutrin XL® with all
differences annotated and explained are also provided. The CD ROM is located at the
front of the blue Archival Copy of this submission. Please refer to the Table of
Contents contained on the enclosed CD ROM for file names and directory pathways.

We trust the information submitted is sufficient for this Amendment to be evaluated.
Please contact me by telephone at 951-493-5452 or by fax at 951-493-4581 if you
have any questions or if I can assist you with the review of this Amendment.

Sincerely,
@M RECEIVED
Christine M. Woods JUL 2 § 2005

Associate Director, Regulatory Affairs

OGD/CDER

311 Bonnie Circle, Corona, CA 92880 o Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



@ WATSON Laboratories, Inc. ARCHIv upY

A Subsidiary of Watson Pharmaceuticals, Inc.

July 27, 2005

Gary Buehler, R.Ph.
Director

OGD, CDER, FDA
Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773

Major Amendment
Addition of 300 mg Product Strength

RE: Abbreviated New Drug Application #77-715
Bupropion Hydrochloride Extended-Release, Film-Coated Tablets, USP
150 mg and 300 mg

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Amendment to our original Abbreviated
New Drug Application #77-715 for Bupropion Hydrochloride Extended-Release,
Film-Coated Tablets, USP, 150 mg. We seek to add the 300 mg strength product to
our application and have provided the relevant information in this Amendment. We
have also taken this opportunity to provide updated or additional information on the
150 mg strength product. :

We have included revisions to the following sections in this submission:

- . Executive Summary
- Introduction to the ANDA
Basis for ANDA Submission
Patent Certification — Paragraph IV
. Exclusivity Statement
Comparison Between ANDA Drug and Reference Listed Drug
* Labeling ‘
Certificate of Analysis for Wellbutrin XL® 300 mg
. Request for Waiver of In-Vivo Bioequivalence Studies for 300 mg
Components and Composition Statement HE CE ] VE D
- Proportionality Data Table
- Inactive Ingredients for Approved Drug Products Table JuL 2 § 2005
c¢GMP Information X
Active Ingredient Information ' OGD‘/ CD E R
Inactive Ingredient Certificates of Analysis, Specifications and Methods

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.watsonpharm.com



Bupropion HCI Extended-Release, Film-Coated Tablets, USP
150 mg and 300 mg

Amendment to ANDA #77-715

July 27, 2005

Page 2 of 14

Description of Manufacturing Facilities
Description of Manufacturing Process
Comparison of Manufacturing Process between ANDA Exhibit Batch and
‘Proposed Production Batches
Batch Manufacturing Records
“ Batch Packing Records
. Comparison of Equipment for ANDA Exhibit Batch and Production Runs
Packaging Materials Controls
Controls for Finished Dosage Form
Analytical Methods
Stability of Finished Dosage Form
Samples

These documents will serve as either replacements or additions to the original ANDA.
We have provided herein only documents and data that are new, revised or have not
previously been provided. Information and data that were previously provided and
remain unchanged are not provided in this submission and in some cases are cross
referenced from this Amendment back to the original ANDA. The attached table
(Table 1) is a comprehensive list of all affected sections of the original ANDA
included in this submission.

We have enclosed two volumes each of one (1) Archival and one (1) Review Copy
and a single-volume (1) Bioequivalence Copy. In accordance with 21 CFR

§ 314.96(b), one (1) Field Copy of this Amendment will be forwarded to the
manufacturing facility’s district office in Buffalo, NY. Watson Laboratories, Inc.
certifies that the Field Copy is a true copy of the technical section contained in the
Archival and Review Copies of this submission.

We trust the information submitted is sufficient for this Amendment to be evaluated.
Please contact me by telephone at 951-493-5452 or by fax at 951-493-4581 if you
have any questions or if I can assist you with the review of this Amendment.

Sincerely,

L

Christine M. Woods
Associate Director, Regulatory Affairs



ANDA 77-715

];Watson Laboratorles, Inc.

'f'Attentlon' Christine M. Woods

‘311 Bonnie Circle

COrona, CA 92880 i o : h JUL20m

" Dear Madam:

: We acknowledge the reCeipt”of your abbreviated new drug :
application submitted pursuant to Sectlon 505(]) of the
" Federal Food, Drug and Cosmetlc Act.

, Reference.ls also made to the telephone conVersation,dated
July 14 2005 and your correspondence dated July 18, 2005.

", 'NAME OF DRUG: -Bupropion Hydrochloride Extended—release Tablets

Usp, 150-mg
 DATE OF APPLICATION: May 19, 2005
DATE (RECEIVED) ACCEPTABLE FOR FILING: May 20, 2005

You have filed a Paragraph - v patent certlflcatlon, in‘accordancet'
~with 21 CFR 314. 94 (a) (12) (1) (A) (4) and Section

~505(3) (2) (A) (vii) (IV) of the Act. Please be aware that you need't"

- to comply with the notice. requlrements,gas outllned below. 1In
‘order to facilitate review of this appllcatlon, we suggest that
‘you follow the outlined procedures below., S

','aCONTENTS OF THE NOTICE

deou must cite section 505(3)(2)(B)(11) of the Act in- the notlce
+and should include, but not be limited to, the 1nformat10n as
»descrlbed in 21 CFR 314 95(c) :

S SENDING THE NOTICE

’rfIn accordance with 21'CFR 314-95(a):

e Send notice by U. S reglstered or certlfled mall w1th
return recelpt requested to. each of the follow1ng

1) Each owner of the patentuor the representatlve
‘designated_by the owner to receive the notice; -



2y The holder of the approved application under
- section 505(b) of the Act for the listed drug
~¢laimed by the patent and for which the appllcant
is seeklng approval ;

2”7?j¥!e3)}. An applicant may rely on another form of
o ~ documentation only if FDA has agreed to such
"documentatlon in advance. :

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

: You must submlt an amendment to this application with the
follow1ng

p»,In'accordance with 21 CFR 314.95(b), provide a
. statement certifying that the notice has been provided
"~ to each person identified under 314.95(a) and that
notice met the content requirements under 314.95(c).

e In accordance with 21 CFR 314.95(e), provide
documentation of receipt of notice by providing a copy
of the return receipt or a letter acknowledging recelpt
by each person prov1ded the notice. :

e A designation on the exterlor of the envelope and above

' the body of the cover letter should clearly state
"PATENT AMENDMENT". This amendment should be submltted
to your application as soon as documentatlon of recelpt.
by the patent: owner and patent ‘holder is recelved, S

: DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

. You are requested to submit an amendment to this appllcatlon that

o is plainly marked on the cover sheet “PATENT AMENDMENT" with the

©following:

e If litigation occurs within the 45-day period as :
provided for in section 505(])(4)(B)(111) of the Act,
‘we ask that you provide a- copy of the pertlnent :
notlflcatlon.

e Although 21 CFR 314.95(f) states that the FDA will -
presume the notice to be complete and sufficient, we

ask that if you are not sued within the 45-day period, - o

that you provide a letter immediately after the 45 day
period elapses, stating that no legal action was taken‘
by each person prov1ded notice.



. You must submit a copy of a. copy of a court order or
judgment or a settlement agreement between the partles,
whichever is applicable, or a llcen31ng agreement ’
between you and the patent. ‘holder, - or any other

’.relevant information, We ask that this- information be
’submltted promptly to the appllcatlon. ’ :

Ifdyou'have further questlons you may contact_Martin Shimer,r .g’

e Chief, Regulatory SuppOrt Branch, at“(301)827t5362

. We will correspond w1th you further after we have had the.'v
opportunlty to rev1ew the appllcatlon.v

Please 1dent1fy any communlcatlons concernlng this appllcatlon ’

",w1th the ANDA number 'shown above.

Should you have questlons concernlng thlS appllcatlon, contact

“Thomas Hinchliffe
Project Manager
301-827-584¢9

Sincerely yours,

Wm Peter: Rlckman"

Director = X :

Division of Labellng and Program Support
QOffice of Generic Drugs :

Center for Drug Evaluatlon and Research
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ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION

ANDA Nbr: 77-715 FIRM NAME: WATSON LABORATORIES INC.

RELATED APPLICATION(S): NA Bio Assignments: [ Micro Revi
ECVIEW
First Generic Product Received? NO BPH [MBCE
DRUG NAME: BUPROPION HYDROCHLORIDE CIBsT BDI
DOSAGE FORM: EXTENDED- RELEASE TABLETS
USP, 150 MG

Random Queue: 10
Chem Team Leader: Rosencrance, Susan PM: Tom Hinchliffe  Labeling Reviewer: Michelle Dillahunt

Letter Date: MAY 19, 2005 " Received Date: MAY 20, 2005

Comments: EC-1 YES On Cards: YES
Therapeutic Code: 2020100 ANTIDEPRESSANTS

Archival Format: PAPER  Sections I (356H Sections per EDR Email)
Review copy: YES E-Media Disposition: YES SENT TO EDR
Not applicable to electronic sections

Field Copy Certification (Original Signature) YES

Methods Validation Package (3 copies PAPER archive) YEs USP
(Required for Non-USP drugs)

Cover Letter YES Table of Contents YES

PART 3 Combination Product Category N Not a Part3 Combo Product

(Must be completed for ALL Original Applications) Refer to the Part 3 Combination Algorithm

Reviewing
CSO/CST Zadecky, Leo Recommendation:
Date 07/13/2005 / / O FILE [ ] REFUSE 19 RECEIVE

Supervisory Concurrence/Date: AL@%%U(( ' Date: _ﬁéd(j,, DJL)
\ |

ADDITIONAL COMMENTS REGARDING THE :
AGENT: Christine Woods 951 493 5452

Need: Environmental impact statement and GDEA with Original Signatures. See T-con dated 7-14-05

Top 200 Drug Product:




ACCEPTABLE

Sec. I | Signed and Completed Application Form (356h) YES X
(Statement regarding Rx/OTC Status) = RX YES

N/
Sec. I | Basis for Submission NDA# : 21-515 X
Ref Listed Drug: WELLBUTRIN XL Firm: SMITHKLINE BEECHAM
(GLAXOSMITHKLINE)

ANDA suitability petition required? NO
If Yes, then is charige subject to PREA (change in dosage form, route, active ingredient)
For products subject to PREA a wavier request must be granted prior to apprdval of ANDA.
' Wavier Granted: n/a

X

Sec. III | Patent Certification

1. Paragraph: IV to the 341 and 327 patents

2. Expiration of Patent:  10-30-2018

A. Pediatric Exclusivity Submitted?

B. Pediatric Exclusivity Tracking System checked?
Exclusivity Statement: YES -

Sec. IV | Comparison between Generic Drug and RLD-505(j)(2)(A) X
1. Conditions of use y
2. Active ingredients y
3. Route of administration y

4. Dosage Form y
5. Strength y
Sec. V | Labeling Complete Electronic -
1. 4 copies of draft (each strength and container) or 12 copies of FPL 1 draft in edr X
No Bulk labels

2. 1 RLD label and 1 RLD container label y

3. 1 side by side labeling comparison with all differences annotated and explained y
4. Was a proprictary name request submitted? no (
Bioavailability/Bioequivalence

1. Financial Certification (Form FDA 3454) and Disclosure Statement (Form 3455) YES , 3454 X<
2. Request for Waiver of In-Vivo Study(ies): NA
3. Formulation data same?n/a

4. Lot Numbers of Products used in BE Study(ies): »id 04014p vs Batch xt4L029
5. Study Type: IN-VIVO PK STUDY(IES) (Continue with the appropriate study type box below)

Sec. VI

IN-VIVO PK STUDY(IES) (i.c., fasting/fed/sprinkle)y FASTING AND FED ON 150 MG

a. Study(ies) meets BE criteria (90% CI or 80-125, Cmax, AUC) yes, meets criteria on fast and fed studies
b. EDR Email: Data Files Submitted: YES SENT TO EDR

¢. In-Vitro Dissolution: YES , 12 tab data provided on page 41




T}pe

IN-VIVO BE STUDY with CLINICAL ENDPOINTS NO

a. Properly defined BE endpoints (eval. by Clinical Team)

b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)

¢. Summary results indicate superiority of active treatments (test & reference) over vehicle/placebo
(p<0.05) (eval. by Clinical Team)

d. EDR Email: Data Files Submitted

TRANSDERMAL DELIVERY SYSTEMS NO

a. In-VivoPK S
1. Study(ies) meet BE Criteria (90% CI or 80-125, Cmax, AUC)
2. In-Vitro Dissolution
3. EDR Email: Data Files Submitted

b. Adhesion Study
¢. Skin Irritation/Sensitization

NASALLY ADMINISTERED DRUG PRODUCTS NO
a. Solutions (Q1/Q2 sameness):
1. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Piume Geometry, Priming & Repriming, Tail Off Profile)
b. Suspensions (Q1/Q2 sameness):
1. In-Vivo PX Study :
a. Study(ies) meets BE Criteria (90% Cl or 80-125, Cmax, AUC)
'b. EDR Email: Data Files Submitted
2. In-Vivo BE Study with Clinical EndPoints
a. Properly defined BE endpoints (eval. by Clinical Team)
b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)
¢. Summary results indicate superiority of active treatments (test & reference) over
vehicle/placebo (p<0.05) (eval. by Clinical Team) '
d. EDR Email: Data Files Submitted
3. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Pasticle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)

TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES) NO
a. Pilot Study (determination of ED50)
b. Pivotal Study (study meets BE criteria 90%Cl or 80-125)

Components and Composition Statements
1. Unit composition and batch formulation yes pg 57

2. Inactive ingredients as appropriate yes see inactive ingredient justification




1

ANDA inal Check List for Branch Chief

‘z Check letter date and stamp date of ANDA vs. drafted letter.

Check for any NC arriving post stamp date but prior to Reg. Review:
Check for gross errors in letter. . .

)
. / Check that correct letter format is used. (PIV vs. Other acknowledgment)
_L 5

5 Check address and contact person on letter vs. 356h.
6) Check for any t-cons and verify date and correspondence date.

7) Check Patent Certification information in entered in COMIS (by Eda) vs.
Actual certification. If multiple patent certifications, should be based on
PIV if applicable or latest expiring patent.

/8) Check for any comments .or problems raised by reviewer on Check
List. :

f first generic, copy BE review and file.
10) Sign Check List.

/' '11) Check electronic Orange Book to verify current patent
information and correct RLD. '

l ‘A/ }2) Check for MOU patents

13) Review 356h. Check NDA number and RLD for correct reference. :
‘ ' f proprietary name proposed, notify Labeling reviewer. ) ' (
}/R eview Basis for Submission. M‘aﬁ\qﬂ )C(_a (60 g’é
15) Review Patent Certifications and Exclusivity Statement. (If an ’

expiration of an exclusivity has occurred make a note to the

/ Labeling reviewer. .
16) Review Comparison between Generic Drug and RLD for:

condition of use, active ingredients, route of administration,
dosage form and strength. Check Components and Composition.

Sign cover letter S05 (j)(2)(A) OK, date, and full signature.

18) Pull USP information. (USP yes no)

) Final Grammar review on letter.

20) Verify information in OGD Patent Tracking System.

21) EES slip.
date IQ(\B\le O‘{

2) Document in record book

Signature WM}Q("\)




ARCHIVAL COPY
@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

July 15, 2005

M. Gary Buehler /Y] a
Director, Office of Generic Drugs (HFD-600)

OGD, CDER, FDA

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Telephone Amendment

RE: ANDA #77-715
Bupropion HCI Extended-Release Tablets, USP

Dear Mr. Buehler:

Watson Laboratories, Inc. is submitting this Telephone Amendment to provide a
complete response to the telephone request of July 14, 2005 by Mr. Leo Zadecky, OGD
Regulatory Project Manager, DLPS in support of Bupropion HCI Extended-Release
Tablets, ANDA #77-715. The FDA comment appears in bold italic font below, with our
response immediately following the comment.

Please provide the original signed Generic Drug Enforcement Act Statement.

Please find enclosed the signed original Generic Drug Enforcement Act Statement
for Bupropion HC] Extended-Release Tablets, USP as requested. Please also find
enclosed the signed original Certificate of cGMP and signed original
Environmental Impact Statement. The corresponding pagination is as follows,
and is identical to the original ANDA submitted on May 19, 2005: page 358
(Section IX), page 1125 (Section XIX) and page 1127 (Section XX).

‘We have enclosed one volume of one (1) Archival Copy.

Please contact me by telephone at (951) 493-5452 or by fax at (951) 493-4581 if you have
any questions or if I can assist you with the review of this application.

Sincerely,

(S

Christine M. Woods

Associate Director, Regulatory Affairs R E C El VE D
Enclosure JUL i g 2005
(- » OGD/CDER

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 ¢ Website: www.wcfsonphorm.com



ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION

ANDA Nbr: 77-715 FIRM NAME WATSON LABORAATORIES INC.

RELATED APPLICATION(S): NA Bio Ass‘g“me“‘s'

= . 1] Micro Review
Flrst Generlc Product Received? NO : & BPH D BCE , T

DRUG NAME: BUPROPION HYDROCHLORIDE - |Osst D1

DOSAGE FORM: EXTENDED- RELEASE TABLETS, 150
MD AND 300 MG ( NEW STRENGTH 300 MG ADDED)

Random Queue: 10 o
Chem Team Leader: Rosencrance, Susan ~ PM: Tom Hinchliffe Labeling Reviewer: Michelle Dillahunt

Letter Date: JULY 27, 2005 Received Date: JULY 28,2005 -

Comments: EC-1+1=2 YES On Cards: YES
Therapeutic Code: 2020100 ANTIDEPRESSANTS
Archival Format: PAPER  Sections I (356H Sections per EDR Email
Review copy: YES E-Media Disposition: YES SENT TO EDR
Not applicable to electronic sections :

Field Copy Certification (Original Signature) YES

Methods Validation Package (3-copies PAPER arcthe) NO
(Requlred for Non-USP drugs) L

_,Cover Letter YES v o Table of Contents YES

- PART3 Combmatlon Product Category N Not a Part3 Combo Product B
7 (Must be completed for ALL Ongmal Apphcatxons) : Refer to-the Part 3 Comblnatlon Algorlthm

; _.,;""Reviewin'g /? — T
o _CSO/CST Iam Margand Q \-——/ Recommendatlon

 Date’ 9/29/05

g .',.'“S'liper’v'iSOry Coilcurren"ce/Date-ﬁ Wing

e

e ADDITIONAL COMMENTS REGARDING THE ANDA

Y 9/26/05 Requested a statement or hstmg for outsnde firms used in tlus apphcatnon -
Requested a Reprocessing Statement ~ -

Requested an Environmental Impact statement :

Requested a Debarment Certlﬂcatlon and List of Convnctlons statement _

_Contact: Christine Woods 95 1-493,-54.52 :

= »-To_p 200 Drug Product:




Sec. 1

Signed and Completed Application Form (356h) YES
(Statement regarding Rx/OTC Status) ~ RX YES

_ ACCEPTABLE

Sec. 11

Basis for Submission NDA# : 21-515
‘Ref Listed Drug: _ WELLBUTRIN XL -  Firm: SMI_THKLINE BEECHAM
ANDA suitability petition required? NA '

'If Yes, then is change subject to PREA (change m dosage form, route, active ingredient)

For products subject to PREA a wavier request must be granted pnor to approval of ANDA.
' Wavier Granted

Sec. HI

Patent Certification ;

1. Paragraph: IV~ patents ‘341 and ‘327
2. Expiration of Patent: ~ 10-30-2018

A. Pediatric Exclusivity Submitted?

B. Pediatric Exclusmty Tracking System checked‘7

Exclusivity Statement:  YES No Exclusivities

See. IV '

‘Comparison between Generic Drug and RLD-505(|)(2)(A)
1. Conditions of use  OK

2. Active ingredients OK
| 3. Route of administration OK

4. Dosage Form OK

| 5. Strength OK

Sec.'V

Labelmg R (Mult Copies N/A for E-Submisswns) Electronic submission

1 1. 4 copies of draft (each strength and container) or 12 coples of FPL Y

2. 1 RLD label and 1 RLD container label Y.~ .~
'| 3. 1side by side labehng comparlson with all dlfferences annotated and explamed Y ‘
4 Was a proprletary name request subm1tted‘7 NO (If yes, send email to Labehng Rvwr mdlcatmg such )

= :Sec'_

" Bloavallablllty/Bloequlvalence

1. Fmanclal Certlﬂcatlon (Form FDA 3454) and Dlsclosure Statement (Form 3455) NO

2. Request for Walver of In-Vivo Study(ies): YES ON 300 MG pg.39
1.3. Formulatlon data same" (Companson of all Strengths) (Ophthahmcs, Otics, Toplcals Perenterals)

4. Lot Numbers of Products used in BE Study(les) A Strengths are proportlonal

|- 5. Study Type: IN-VIVO PK STUDY(IES) (Contmue with the appropnate study type ‘box. below)
» 1 50mg — XT41:029. 300mg —XC5B013

a: Study(ies) meets BE criteria (90%. CI or 80-125, Cmax, AUC)
b. EDR Email: Data Files Submitted: NO :
c. In-Vitro Dissolution: Yes ~ pg. 43

IN-VIVO PK STUDY(IES) G.e.; fastmg/fed/sprmkle) FASTING AND FED WAS DONE ON 150 MG




g Study

> Type.

IN-VIVO BE STUDY with CLINICAL ENDPOINTS NO
a. Properly defined BE endpoints (eval. by Clinical Team)
b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)
c. Summary results indicate superiority of active treatments (test & reference) over vehlcle/placebo
(p<0.05) (eval. by Clinical Team)
d. EDR Email: Data Files Submitted

_ Study
Type

TRANSDERMAL DELIVERY SYSTEMS NO

‘a. In-Vivo PK Study
1. Study(ies) meet BE Criteria (90% CI or 80-125, Cmax, AUC)
2. In-Vitro Dissolution :
3. EDR Email: Data Files Submitted

b. Adhesion Stud
¢. Skin Irritation/Sensitization Study

: Study“
. Type .

" NASALLY ADMINISTERED DRUG PRODUCTS - NO
a. Solutions (Q1/Q2 sameness): »
"1. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Patticle Srze Drstnb Spray Pattern, '
Plume Geometry, Priming & Repriming, ' Tall Off Profile)
b..Suspensions (Q1/Q2 sameness): .
" 1.In-Vivo PK Study
a. Study(ies) meets BE Criteria (90% Clor 80-125 Cmax AUC)
_ b. EDR Email: Data Files Submitted '
2. In-Vivo BE Study with Clinical EndPoints
a. Properly defined BE endpoints (eval by Clinical Team)
*'b. Summary results meet BE criteria (90% CI within +/- 20% or 80 120)
c. Summary results indicate superiority of active treatments (test & reference) over-
vehicle/placebo | (p<0.05) (eval by Clinical Team)
d. EDR Email: Data Files Submitted :
3. In-Vitro Studles (Dose/Spray Content Umformrty, Droplet/Drug Partrcle Srze Drstrrb Spray Pattern,
Plume Geometry, anmg & Repnmmg, Tail Off Proﬁle) :

“ Study

TOPICAL CORTICOSTEROIDS (V ASOCONSTRICTOR STUDIES)
. a. Pilot Study (deterrmnatron of EDS0) :

e Type b P1vota1 Study (study meets BE criteria’ 90%CI or 80-125)
Sec. Components and Composrtlon Statements -
VII | 1. Unit composrtlon and batch formulation pg. 56-57
2. Inactlve ingredients as appropnate Excrplents are: acceptable per IIG (refer o 150mg~ o
K S strength apphcatron) « :




Sec.
VI

Raw Materials Controls
1. Active Ingredients (Refer to 150mg application, no changes)
" a. Addresses of bulk manufacturers ’
b. Type II DMF authorization letters or synthesis
c. COA(s) specifications and test results from drug substance mfgr(s)
-d. Applicant certificate of analysis
e. Testing specifications and data from drug product manufacturer(s)
f. Spectra and chromatograms for reference standards and test samples
g. CFN numbers
2. Inactive Ingredients (Information supplied for lots used in 300mg appllcatlon only)
a. Source of inactive ingredients identified pg. 72
b. Testing specifications (including identification and characterization) Y
c. Suppliers' COA (specifications and test results) Y
d. Applicant certificate of analysis Y ‘

Sec.IX':

Description of Manufacturing Facility
1. Full Address(es)of the Facility(ies) = YES
2. CGMP Certification: YES

3. CFN numbers

v Sec. X‘:

Outside Firms Including Contract Testing Laboratories
1. Full Address Y

2. Functions Y R
3.'CGMP Certification/GLP See original application

| 4. CFN numbers

o Sec; XI’

Manufacturing and Processing Instructlons

1. Description of the Manufacturmg Process (mcludmg Microbiological Validation, if Appropnate) Y _ _‘
2. Master Production Batch Record(s) for largest intended productlon runs (no more than 10x pllot batch) 1

| WQ |

with equipment specified = 300mg- smssee
3.If sterile product: Aseptic fill / Terminal sterilization N/A

-4 Filter validation (if aseptic fill) N/A
5. Reprocessing Statement 'Y

v Sec.
SUXIE

In-Process Controls
1. Copy of Executed Batch Record with Equlpment Spemﬁed 1ncludmg Packagmg Records

_ | (Packaging and Labeling Procedures), Batch Reconciliation and Label Reconclhatlon Ty i ,..-..
| 2. In-process Controls - Spec1ﬁcat10ns and data Y o Ay e

packaged: 30"-” w1000 - w—

(TR

Sec.
XIII

f Container

1. Summary of Container/Closure System (1f new resin, prov1de data) ‘pg. 670

| 2. Components Specification and Test Data (Type IIT DMF References) 'Y :
3. Packaging Configuration and Sizes emand = bottles (refer to 150mg apphcatlon for -
| 4. Container/Closure Testing Y : : Lo " bottle mformat;on)

5. Source of supply and suppliers address pg. 671

bd)




Sec.

Controls for the Finished Dosage Form
XIv |1, Testing Specifications and Data . same as 150mg strength with noted revisions
2. Certificate of Analys1s for Finished Dosage Form Y
Sec. | Stability of Finished Dosage Form
- XV | 1. Protocol submitted same as 150mg strength
2. Post Approval Commitments same as 150mg strength
| 3. Expiration Dating Period same as 150mg strength
- - | 4. Stability Data Submitted
a. 3 month accelerated stability data Y :
b. Batch numbers on stability records the same as the test batch XC5B013
Sec. | 'Samples Statement of Avallablhty and Identlﬁcatlon of:
~ XVI | 1. Drug Substance
" | 2. Finished Dosage Form
3. Same lot humbers
_ )?:,cn .| Environmental Impact An.alys'is Statement
Sec. . :,, GDEA (Generic Drug Enforcement Act)/Other:
XVII | 1, Letter of Authorization (U.S. Agent [if needed, counters1gnature on 356h]) N/A ‘

12. Debarment Cettification (original 51gnature) YES
| 3. List of Convictions statement (original signature) YES

4. Field Copy Certification (original signature) YES

" OGD Template Revised 04/01/2004 /T.Hinchliffe




¥ BIQEQUIVALENCY AMENDMENT
ANDA 77-715

JFFICE OF GENERIC DRUGS, CDER, FDA

st Oocument Control Room, Metro Park North II
~Z ¥ 7500 Standish Place, Room 150

' Rockville, MD 20855-2773 (301-594-0320)

APPLICANT: Watson Laboratories, Inc. | TEL: 951-493-5452 | __
ATTN: Christina M. Woods FAX: 951-493-4581. JuL 12 2006
FROM: Aaron Sigler ,‘E) | PROJECT MANAGER: 301-827-5847

Dear Madam: |

This facsimile is in reference to the bioequivalency data submitted on May 19, 2005, pursuant to Section 5050) of
the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Extended-release Tablets, USP, 150 mg.

Reference is also made to your amendment dated March 28, 2006.

The Division of Bioequivalence has completed its review of the 'sub'mission(s) referenced above and has identified
_deficiencies which are presented on the attached 2 pages. This facsimile is to be regarded as an official FDA
communication and unless requested a hard-copy will not be mailed.‘ :

You should submlt a response to these deﬁcrencres in accord with 21 CFR 314.96. Your amendment should
respond to-all the deficiencies listed. Facsimiles or partial replles will not be considered for review, nor will the

~ review clock be reactivated until all deficiencies ‘have been. addressed “Your cover letter should clearly indicate that

~the response isa "Bloequlvalency Amendment" and clearly 1dent1fy any new studies (ie., , fasting, fed, multlple .
dose, dissolution data, waiver or dlssolutlon waiver).that might be included for each strength. We also request that .

“you include a copy of this communication with your response. Please submrt acopy .of your amendment in both an
| - archival (blue) and a review (orange) jacket. Please dlrect any questlons concemmg thls commumcatlon to the
B prOJect manager 1dent1ﬁed above Sk

SPECIAL INS,T,RUC;T.,ION_S: N

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

*Ifreceived by someon¢ other than the:addressee or a-person autherized to deliver this document 10 the addressee you are hereby. notlﬁed that.any disclosure,
dissemination, copying, or other action to:the content of this commumcatron is not- authonzed It you have recelved thrs document in error; please immediately
s notxfy us by telephone and retum; itto us by mailat the above address;




BIOEQUIVALENCE DEFICIENCIES

ANDA: 77-715 APPLICANT : ' Watson Laboratories, Inc

DRUG PRODUCT: - Bupropion Hydrochloride Extended ’Release

Tablets, USP 15_0 mg and 300 mg

The D1v1sron of Broequlvalence has completed its review of your submrssron(s)

acknowledged on the cover sheet. The following deficiencies have been
' 1dent1ﬁed

1. Based on the submitted dissolution results your proposed dissolution
specifications are not acceptable. Please acknowledge the acceptance of the -
- following dissolution method and specrﬁcatrons for your:test product

The dissolution testing should be conducted in 900 mL of 0.LN HCl at37°C
using USP Apparatus I (basket) at 75 rpm. The test products should meet the
~ following specifications: ,

2 hours: A‘ R | : v
4 hours: /&V | p b(4)
8 hours: - M o S o

12 hours‘

2. -Due to concern of dose dumpmg for-the drug product, the Agency

scurrently requests that additional dissolution testing be conducted
~ using various concentratrons of ethanol in the drssolutron medrum as

L follows

Testmg Condltlons 900 mL, 0.1 N HCl apparatus 1 (basket) @75 rpm
wrth and wrthout the alcohol (see below) : _

: e Test 1 12 umts tested accordmg to the. proposed method (wrth 0 l N ', i
HCl) w1th data collected every 15 rmnutes for a total of 2 hours '

~ Test 2: 12 umts analyzed by substrtutmg 5 % (v/v) of test medlum w1th }
Alcohol USP and data collectlon every 15 minutes. for a total of 2 hours o

: Test 3 12 units analyzed by substltutmg 20% (v/v) of test medrum w1th
,Alcohol USP, and data collectlon every 15. mrnutes for a total of 2 hours. -

~ Test 4: 12 Units analyzed by substltutmg 40% (VAv) of test medrum wrth
) '_".Alcohol USP and data collect1on every 15 rmnutes for a total of 2 hours



"Both test and RLD products must be tested accordingly and data must be
provided on individual unit, means, range and %CV on both strengths.

Sincerely yours

' Waimgauf}/

DaleP Conner, Pharm.D.

Director, Division of Bloeqmvalence
Office of Generic Drugs

Center for Drug Evaluation and Research

ANpA 11 Bupwpien ek CF Thsusrs



@ WATSON Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.
f

LS

May 19, 2005

Gary Buehler, R.Ph.

Director

OGD, CDER, FDA

Metro Park North II (

7500 Standish Place, Room 150 \/)
Rockville, MD 20855-2773 \

RE: Abbreviated New Drug Application
Bupropion Hydrochloride Extended-Release Tablets, USP, 150 mg

Dear Mr. Buehler:

Watson Laboratories, Inc. submits herein an original Abbreviated New Drug Application
for Bupropion Hydrochloride Extended-Release Tablets, USP, 150 mg.

The drug product described above is the same as Wellbutrin XL® (bupropion
hydrochloride ER tablets) 150 mg distributed by GlaxoSmithKline. We have submitted
comparative information to indicate that our product is the same as the reference listed
drug product Wellbutrin XL®. This information is presented in tabular form in Section
IV, comparing: active ingredient; conditions of use; route of administration; dosage form;
strength; bioequivalence; and labeling for the products as supplied by Watson
Laboratories, Inc. and by GlaxoSmithKline. ’

Watson Laboratories, Inc. commits to resolve any issues identified in the method
validation process after approval.

In accordance with 21 CFR 314.94(d)(ii) as effected June 8, 2004 which required the
submission of electronic labeling, Watson provides one (1) CD ROM containing
Watson proposed labeling in Adobe PDF and Microsoft Word format. The CD ROM
is located at the front of Volume 1 of the Archival Copy of this submission.

“The Bioassay study reports and method validation are included in Section XXI of this
submission. In addition, we have included two (2) CD ROMs for each study with the
study summaries, analytical data and bioavailability parameters in the format prescribed
by FDA. The CDs are located at the front of Volume 1 of the Orange Review Copy of

this application. RECE\V ED
MAY 2 0 2003
OGD / CDER

311 Bonnie Circle, Corona, CA 92880 e Tel: 800/249-5499 * Website: www.watsonpharm.com



Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg

ANDA

May 19, 2005

Page 2 of 2

We have enclosed one (1) archival and one (1) review copy. As required, two (2)
additional separately bound copies of the analytical methods and descriptive information
needed to perform the tests on the samples (both the bulk active ingredient and finished
dosage form) are included.

The numbers of volumes in the archival, review and field copies of the ANDA are as
follows:

Blue Archival Copy - 19 volumes
Orange Review Copy - 17 volumes
Red Review Copy - 3 volumes

Burgundy Field Copy - 3 volumes

In accordance with 21 CFR §314.94(d)(5), one (1) field copy of the application will be
forwarded to the manufacturing facility’s district office, in Buffalo, NY. Watson
Laboratories, Inc. certifies that the Field Copy is a true copy of the technical section
contained in the archival and review copy of this application.

We trust the information submitted is sufficient for this Abbreviated New Drug
Application to be evaluated. Please contact me by phone at (951) 493-5452 or by fax at
(951) 493-4581 if you have any questions or if I can assist you with the review of this
application.

Sincerely,

Christine M. Woods
Associate Director, Regulatory Affairs



ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION

ANDA# FIRM NAME Watson Laboratories, Inc.

RELATED APPLICATION(S) FIRST GENERIC?

DRUG NAME: Bupropion Hydrochloride, USP
DOSAGE FORM: Extended-Release Tablets

Electronic Submission: E-mail notification sent: Comments:

Random Assignment Queue: Chem Team Leader: PM:

Labeling Reviewer: Micro Review: PD study (Med Ofcr):
Letter Date May 19, 2005 Received Date

Comments On Cards Therapeutic Code

Methods Validation Package (3 copies)
(Required for Non-USP drugs) Present

. Archival, and Review copies
Field Copy Certification (Original Signature) Present

Cover Letter Present

Table of Contents Present

ACCEPTABLE

Sec. I | Signed and Completed Application Form (356h) X

(Statement regarding Rx/OTC Status) Present
Sec. I | Basis for Submission NDA: 21-515 X

RLD: Wellbutrin XL® Firm: GlaxoSmithKline (SmithKline Beecham)

ANDA suitability petition required? no

If yes, consult needed for pediatric study requirement.

X

Sec. lII | Patent Certification

1. Paragraph: IV

2. Expiration of Patent: October 30, 2018

A. Pediatric Exclusivity Submitted? No

B. Pediatric Exclusivity Tracking System checked?N/A
Exclusivity Statement Present




Sec. IV

Comparison between Generic Drug and RLD-505(j)(2)(A)

1. Conditions of use Indicated for the treatment of major depressive disorder.
2. Active ingredients bupropion hydrochloride

3. Route of administration oral

4. Dosage Form extended-release tablets

5. Strength 150 mg

Sec. V

Labeling
1. 4 copies of draft (each strength and container) or 12 copies of FPL Present (electronic copies)

2.1 RLD label and 1 RLD container label Present
3. 1 side by side labeling comparison with all differences annotated and explained Present

Sec. VI

Bieavailability/Bioequivalence

1. Financial Certification (Form FDA 3454) and Disclosure Statement (Form 3455) Present

2. Request for Waiver of In-Vivo Study(ies): N/A

3. Formulation data same? (Comparison of all Strengths) (Ophthalmics, Otics, Topicals Perenterals) N/A
4. Lot Numbers of Products used in BE Study(ies): XT4L029 and 04D014P

5. Study Type: In Vivo PK Studies (Continue with the appropriate study type box below)

Study
Type

IN-VIVO PK STUDY(IES) (i.e., fasting/fed/sprinkle) Fasting and Fed
a. Study(ies) meets BE criteria (90% CI or 80-125, Cmax, AUC) yes

b. Data Files (Computer Media) Submitted Present

c. In-Vitro Dissolution Present

Study
Type

IN-VIVO BE STUDY with CLINICAL ENDPOINTS

a. Properly defined BE endpoints (eval. by Clinical Team)

b. Summary results meet BE criteria (90% CI within +/- 20% or 80-120)

¢. Summary results indicate superiority of active treatments (test & reference) over vehicle/placebo
(p<0.05) (eval. by Clinical Team)

d. Data Files (Computer Media) Submitted

Study
Type

TRANSDERMAL DELIVERY SYSTEMS

a. In-Vivo PK Study
1. Study(ies) meet BE Criteria (90% CI or 80-125, Cmax, AUC)
2. In-Vitro Dissolution
3. Data Files (Computer Media) Submitted

b. Adhesion Study
c. Skin Irritation/Sensitization Study




Study
Type

NASALLY ADMINISTERED DRUG PRODUCTS
a. Solutions (Q1/Q2 sameness):
1. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)
b. Suspensions (Q1/Q2 sameness):
1. In-Vivo PK Study
a. Study(ies) meets BE Criteria (90% CI or 80-125, Cmax, AUC)
b. Data Files (Computer Media) Submitted
2. In-Vivo BE Study with Clinical EndPoints
a. Properly defined BE endpoints (eval. by Clinical Team)
b. Summary resuits meet BE criteria (90% CI within +/- 20% or 80-120)
c. Summary results indicate superiority of active treatments (test & reference) over
vehicle/placebo (p<0.05) (eval. by Clinical Team)
d. Data Files (Computer Media) Submitted
3. In-Vitro Studies (Dose/Spray Content Uniformity, Droplet/Drug Particle Size Distrib., Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)

Study
Type

TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES)
a. Pilot Study (determination of ED50)
b. Pivotal Study (study meets BE criteria 90%CI or 80-125)

Sec.
vII

Components and Composition Statements
1. Unit composition and batch formulation Present

2 Tnactive ingredients as appropriate Present

Sec.
VIII

Raw Materials Controls

1. Active Ingredients
a. Addresses of bulk manufacturers Present
b. Type Il DMF authorization letters or synthesis Present
c. COA(s) specifications and test results from drug substance mfgr(s) Present
d. Applicant certificate of analysis Present
e. Testing specifications and data from drug product manufacturer(s) Present
f. Spectra and chromatograms for reference standards and test samples Present
g. CFN numbers N/A

2. Inactive Ingredients
a. Source of inactive ingredients identified Present
b. Testing specifications (including identification and characterization) Present
c. Suppliers' COA (specifications and test results) Present
d. Applicant certificate of analysis Present

Sec.IX

Description of Manufacturing Facility

1. Full Address(es)of the Facility(ies) Present
2. CGMP Certification Present

3. CFN numbers Present




Sec. X

Outside Firms Including Contract Testing Laboratories
1. Full Address Present
2. Functions Present

-3. CGMP Certification/GLP Present

4. CFN numbers Present

Sec. XI

Manufacturing and Processing Instructions

1. Description of the Manufacturing Process (including MicrobiologicalValidation. if Appropriate) Present

2. Master Production Batch Record(s) for largest intended production runs (no more than 10x pilot batch)
with equipment specified Present

3.If sterile product: Aseptic fill / Terminal sterilization N/A

4 Filter validation (if aseptic fill) N/A

5. Reprocessing Statement Present

Sec. In-Process Controls %

XII | 1. Copy of Executed Batch Record (Antibiotics/3 Batches if bulk product produced by fermentation) with
Equipment Specified, including Packaging Records (Packaging and Labeling Procedures), Batch
Reconciliation and Label Reconciliation Present
2. In-process Controls - Specifications and data Present

Sec. Container

XII | |. Summary of Container/Closure System (if new resin, provide data) Present X
2. Components Specification and Test Data (Type 11l DMF References) Present
3. Packaging Configuration and Sizes Present
4. Container/Closure Testing Present
5. Source of supply and suppliers address Present

Sec. Controls for the Finished Dosage Form

X1V 1. Testing Specifications and Data Present Y
2. Certificate of Analysis for Finished Dosage Form Present

Sec. Stability of Finished Dosage Form

Xv 1. Protocol submitted Present X
2. Post Approval Commitments Present
3. Expiration Dating Period Present
4. Stability Data Submitted Present

a. 3 month accelerated stability data Present
b. Batch numbers on stability records the same as the test batch yes

Sec. Samples - Statement of Availability and Identification of:

XVI | 1. Drug Substance Present X
2. Finished Dosage Form Present -
3. Same lot numbers yes

Sec. . . @

xvip | Environmental Impact Analysis Statement Present




Sec. GDEA (Generic Drug Enforcement Act)/Other:
XVII | 1. Letter of Authorization (U.S. Agent [if needed, countersignature on 356h]) N/A

2. Debarment Certification (original signature) Present
3. List of Convictions statement (original signature) N/A

Reviewing
CSO/CST Recommendation:
Date [ JFILE [ ] REFUSE to RECEIVE
Supervisory Concurrence/Date: Date:
Duplicate copy sent to bio: (Hold if RF and send when acceptable)
Duplicate copy to HFD- for consult: Type:

ADDITIONAL COMMENTS REGARDING THE ANDA:

OGD Form Revised 11/30/2001
MSWord Template revised: 8/7/2002



