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Food and Drug Administration
Rockville, MD 20857

ANDA 77-285

Actavis South Atlantic LLC
Attention: Monique Weitz
Senior Director, Project and Site Management
13800 NW 2™ Street, Suite 190
Sunrise, FL 33325

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated September 23, 2004, submitted pursuant to section
505(j) 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 your amendments dated June 14, July 8,
December 7, and December 21, 2005; December 7, 2007; and

March 19, March 20, March 27, April 1, May 19, June 9, June 16,
June 23, June 26, and July 25, 2008.

We have completed the review of this ANDA, 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), is 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.



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 both 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 these 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 Actavis South
Atlantic LLC (Actavig) for infringement of one or more of these
patents that were the subjects of the paragraph IV
certifications. You have notified the agency that Actavis
complied with the requirements of section 505(3j) (2) (B) of the
Act, and that litigation for infringement of the '341 and '327
patents was brought against Actavis in the United States '
District Court for the Southern District of Florida, Miami
Division [Biovail Laboratories International SRL v. Abrika,
LLLP; Abrika Pharmaceuticals, Inc.; and Abrika Pharmaceuticals,
LLLP, Civil Action No. 04-61704-CIV-Altonaga/Bandstral. You
have informed the agency that on July 31, 2007, this litigation
was dismissed with prejudice.

I. Approval of Bupropion Hydrochloride Extended-release
Tablets (XL), 300 mg (Once-A-Day)

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 XL 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:



Stage I: Acid Stage

Medium: 0.1 N HCI1

Volume: 750 ml

Apparatus: USP Paddle

Rotation Speed: 50 RPM b
Specification: ’ : (Q) of the 0”

lébeled amount of bupropion in
the dosage form is dissolved in
120 minutes.

Stage II: Buffer Stage

Medium: pH 6.8 Sodium Phosphate Buffer,
0.05 M
Volume: 1000 ml (250 mL of 0.20 M

tribasic sodium phosphate added
to the acid stage media, adjust

pH if necessary)

Apparatus: USP Paddle

Rotation Speed: 50 RPM

Specification: 3 hours: T 7
8 hours: +« - h(4)
16 hours: —————

In addition, you have committed to conduct additional

dissolution testing using various concentrations of ethanol
in the dissolution medium, as follows:

Testing Conditions: 900 mL of 0.1 N HC1l using apparatus I
{basket) at 75 rpm, with and without alcohol:

Test 1: 12 units of the drug products analyzed according
to the proposed method (with 0.1 N HC1l), with data
collected every 15 minutes for a total of 2 hours.

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

Test 3: 12 units of the drug products analyzed by
substituting 20% (v/v) of test medium with Alcohol USP,

with data collected every 15 minutes for a total of 2
hours.



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

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.

We note that if FDA requires a Risk Evaluation & Mitigation
Strategy for a listed drug, an ANDA citing that listed drug also
will be reguired to have a REMS, See 505-1(i).

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 (Once-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 promotional
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.



II. Tentative Approval of Bupropion Hydrochloride Extended-
release Tablets (XL), 150 mg (Once-A-Day

Our decision to tentatively approve your Bupropion Hydrochloride
Extended-release Tablets (XL), 150 mg (Once-A-Day), 1s based
upon information currently available to the agency (i.e., data
in your ANDA and the status of current good manufacturing
practices (cCMPs) 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.

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 submitted by
Anchen Pharmaceuticals Inc. (Anchen) 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 prior to the submission of
vour ANDA. Upon approval on December 14, 2006, Anchen became
eligible for 180-day generic drug marketing exclusivity.
Accordingly, your Bupropion Hydrochloride Extended-release
Tablets (XL), 150 mg (Once-A-Day), will be eligible for final
approval beginning on November 26, 2008. This represents the
date that is 180 days after May 30, 2008, which, the agency was
notified, is the date the of the first commercial marketing of
the 150 mg strength under Anchen'’s ANDA.

To reactivate this ANDA to provide for final approval of your
Bupropion Hydrochloride Extended-release Tablets (XL) 150 mg
(Once-A-Day), you must submit a “Supplemental Application 150 MG
FINAL APPROVAL REQUEST - Expedited Review Requested”. This
prior-approval supplemental application should be submitted
approximately 90 to 180 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 regquested 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 urnder 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 301 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 240-276-8536.

Sincerely vyours,

{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
8/15/2008 11:03:38 AM
Deputy Director, for Gary Buehler
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Medication Guide
BuPROPion Hydrochloride
Extended-Release Tablets {XL)
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 tatking with your doctor about your medical condition or your
treatment. H you have any questions about Bupropion Hydrochioride
Extended-Release Tablets (XL), ask your doctor or pharmacist.
IMPORTANT: Be sure to read both sections of this Medication Guide.
The first section is about the risk of suicidal thoughts and actions with
antidepressant medicines; the second section is entitled “What other
important information should | know about Bupropion Hydrochloride
Extended-Release Tablets (XL)?”

Antidepressant Medicines, Depression and Other Serious Mental

Ilinesses, and Suicidal Thoughts or Actions

This section of the Medication Guide is only about the risk of suicidal
thoughts and actions with antidepressant medicines. Talk to your, or your
family member’s, healthcare provider about:
» all risks and benefits of treatment with antidepressant medicines
« all treatment choices for depression or other serious mental iliness
What is the most important information | should know ahout antide-
pressant medicines, depression and other serious mental illnesses,
and suicidal thoughts or actions?
1. Antidepressant medicines may increase suicidal thoughts or actions

in some children, teenagers, and young adulits within the first few

-maonths of treatment.

2. Depression and other serious mental ilinesses are the most impor-
tant 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 started or when the dose is changed.

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

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

Call a healthcare 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
« attempts to commit suicide

* new or worse depression

* niew Or worse anxiety

« feeling very agitated or restiess
* panic attacks

» trouble sleeping (insomnia)

* new or worse irritability

What eise do | need to know about antidepressant medicines?

« Never stop an antidepressant medicine without first talking to a
healthcare provider. Stopping an antidepressant medicine suddenly
can cause other symptoms.

* Antidepressants are medicines used to treat depression and other
illnesses. It is important to discuss ail the risks of treating depression
and also the risks of not treating it. Patients and their families or other
caregivers should discuss all treatment choices with the healthcare
provider, not just the use of antidepressants.

* Antidepressant medicines have other side effects. Talk to the health-
care 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.

* acting aggressive, being angry,
or violent

» acting on dangerous impulses

* an extreme increase in activity
and talking (mania)

« other unusual changes in
behavior or mood

« Not all antidepressant medicines prescribed for children are FDA
approved for use in children. Talk to your child’s healthcare provider
for more information.
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 other important information should | know about Bupropion

Hydrachloride Extended-Release Tablets (XL)?

There is a chance of having a seizure (convulsion, fit) with Bupropion
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 1 tell my doctor before using
Bupropion Hydrochloride Extended-Release Tablets (XL)?” Tell your doc-
tor about all 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 are Bupropion Hydrochloride Extended-Release Tablets (XL)?
Bupropion Hydrochloride Extended-Release Tablets (XL) are a prescrip-
tion medicine used 1o treat aduits 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 Tablets (XL) if

you:

« have or had a seizure disorder or epilepsy.

« are taking ZYBAN® (used to help people stap smoking) or any-other
medicines that contain bupropion hydrochloride, such as
WELLBUTRIN® Tablets or WELLBUTRIN SR® Sustained-Release
Tablets. 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 (MAOI), 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 in Bupropion Hydrochloride
Extended-Release Tablets (XL), bupropion, or to any of the inactive
ingredients. See the end of this leaflet for a complete list of ingredients
in Bupropion Hydrochloride Extended-Release Tablets (XL).

What should | tell my doctor before using Bupropion Hydrochloride

Extended-Release Tablets (XL)?

* Telt your doctor about your medical conditions. Tell your doctor if you:
« are pregnant or plan to become pregnant. It is not known if

Bupropion Hydrochloride Extended-Release Tablets (XL) can harm
your unborn baby. }f you can use Bupropion Hydrchloride Extended-
Release Tablets (XL) while you are pregnant, talk to your doctor about
how you can be on the Bupropion Pregnancy Registry.

« are breastieeding. Bupropion Hydrochloride Extended-Release
Tablets (XL) passes through your milk. It is not known if Bupropion
Hydrochloride Extended-Release Tablets (XL) can harm your baby.

* 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.

f —
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» 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 prescrip-
tion and nonprescription medicines, vitamins and herbal supplements.
Many medicines increase your chances of having seizures or other seri-
ous side effects if you take them while you are using Bupropion
Hydrochioride Extended-Release Tablets (XL).

How should 1 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 swaliow 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.

« 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.

« [t 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 Hydrochloride 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 | avoid while taking Bupropion Hydrochloride Extended-

Release Tablets (XL)?

+ Do not drink a lot of alcoho! 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 drink-
ing alcohol, 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 Hydrochtoride 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 replacement therapy (for example,
a nicotine patch) to help you stop smoking.

» Severe allergic reactions. Stop taking Bupropion Hydrochloride
Extended-Release 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 Hydrochioride Extended-Release Tablets
(XL}, including delusions (believe you are someone else), halluginations
(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, ring-

ing in the ears, shakiness, stomach pain, agitation, anxiety, dizziness, trou-
ble sleeping, muscle pain, nausea, fast heartbeat, sore throat, and urinat-
ing more often.

If you have nausea, take your medicine with food. if 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 Tablels

(XL)?

« Store Bupropion Hydrochloride Extended-Release Tablets (XL) at room
temperature. Store out of direct sunlight. Keep Bupropion Hydrochloride
Extended-Release Tablets (XL} in its tightly closed bottle.

« Bupropion Hydrochloride Extended-Release Tablets (XL) may have an
odor.

General Infermation about Bupropion Hydrochloride Extended-Release

Tablets (XL).

* Medicines are sometimes prescribed for purposes other than those list-
ed in a Medication Guide. Do not use Bupropion Hydrochioride
Extended-Release Tablets (XL) for a condition for which it was not pre-
scribed. Do not give Bupropion Hydrochloride Extended-Release Tablets
(XL) to other people, even if they have the same symptoms you have. {t
may harm them. Keep Bupropion Hydrochloride Extended-Release
Tablets (XL) out of the reach of children.

This Medication Guide summarizes important information about

Bupropion Hydrochloride Extended-Release Tablets (XL). For more infor-

mation, 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 or you can visit

www.actavis.us or call toll-free 1-800-432-8534.

What are the ingredients in Bupropion Hydrochloride Extended-Release

Tablets (XL)?

Active ingredient: bupropion hydrochloride.

Inactive ingredients: copovidone, hydroxypropyl cellulose (NF), colloidal

silicon dioxide (NF), magnesium stearate (NF), polyvinyl alcohol, macro-

gol (NF), talc, methacrylic acid copolymer, titanium dioxide, triethyl cit-
rate, colloidal anhydrous silica, sodium bicarbonate, sodium tauryl sul-
fate, povidone, purified water, and hydrochioric acid (NF).

The following are registered trademarks of their respective manufactur-

ers: NARDIL®Warner Lambert Company; WELLBUTRIN®, WELLBUTRIN

SR®, ZYBAN® and PARNATE®/GlaxoSmithKline; MARPLAN®/Oxford

Pharmaceutical Services, Inc.

Rx Only

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

Manufactured by: VPS Corporation, Granbury, New Jersey 08512

@ctavis
Distributed by: Actavis South Atlantic LLC, Sunrise, FL 33325
' Rev. 06/08
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APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-285

Date of Submissions: June 16, 23 and 26, 2008

Applicant's Name: Actavis South Atlantic LLC
Established Name: Bupropion Hydrochloride Extended-release Tablets USP, (XL) 150 mg
and 300 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? No, electronic

*** Only the 300 mg strength is eligible for full approval*****
1. CONTAINER- 30s and 80s

Satisfactory in FPL as of the June 16, 2008 submission.
2. INSERT/MEDICATION GUIDE

Satisfactory in FPL as of the June 26, 2008 submission.
Satisfactory in SPL as of the June 26, 2008 submission.

3. MEDICATION GUIDE

Satisfactory in FPL as of the June 26, 2008 submission.

Revisions needed post approval:

INSERT/MEDICATION GUIDE

DESCRIPTION - delete "NF" associated with the inactive ingredients.

PRECAUTIONS, Information for Patients, first paragraph, last sentence, revise to read” The complete text
of the Medication Guide is reprinted at the end of this document.”

MEDICATION GUIDE- delete the perforated line that separates the Medication Guide since you are
providing the Medication Guide separately.

In accordance with the requirements for a toll-free number for the reporting of adverse
events, include the following text at the end of the What are the possible side effects of bupropion XL
subsection:

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



ANDA 77-285

Basis of Approval:

Patent Data
Patent Patent How Filed | Labeling
Number Expiration Impact
6,006,341 Cctober 30, 2018 n None
6,143,327 Getober 30, 2018 i MNone
Exclusivity
Code Reference Expiration Labeling Impact
1-497 Prevention of seasonal major depressive June 12, 2009 Carved out

episodes in patients with seasonal affective
disorder

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Welibutrin XL Tablets
NDA Number: 21-515

NDA Drug Name: Wellbutrin XLTablets

NDA Firm: GlaxoSmithKline

Date of Approval of ANDA Insert and supplement #: $-020; August 2, 2007
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance?
Basis of Approval for the Container Labels: Most recently approved labeling of the reference listed drug

No




ANDA 77-285

FOR THE RECOROD:
1. MODEL LABELING
This review was based on the labeling for Wellbutrin XL® (GlaxoSmithKline; Approved 8-02-07)

NDA 21-515/5-020.

2. DESCRIPTION
The inactive ingredients are listed accurately in the DESCRIPTION section.

(Vol. 1.12 Page 4376, 4451, & 4502)

3. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM

VPS Corporation

Cedar Brook Corporate Center

3 Cedar Brook Drive N., Suite 3

Cranbury, New Jersey 08512
(Vol. 1.12. Page 4567).

4, TABLET IMPRINT
The tablet descriptions are satisfactory as seen in the HOW SUPPLIED section. The RLD is unscored

and the ANDA is also unscored.

(Vol. 1.13 page 4957 & Vol. 2.2 page 655-658)

5. PATENT/EXCLUSIVITY STATEMENT

Patant Data
Patent Patent How Filed | Labeling
Number Expiration Impact
£,096 341 October 30, 2018 3% None
6,143,327 Cctober 30, 2018 P None
Exclusivity
Code Reference Expiration Labeling Impact
1-497 Prevention of seasonal major depressive June 12, 2009 Carved out

episodes in patients with seasonal affective
disorder
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£ Summary of Container/Closure systen.

Packaging Size 150 myg | 300 mg
Bottle of 303 Container 1~ ) T
“bottle
Closure T -
Iz :
Bottle of 90s Containar s
| bottle |
Closure B T
e = |

[Vol. 1.13 page 4304 & Vol. 2.2 page 642]

7. Per memo from Kim Dettelbach,

8. Storage/dispensing recommendations:
RLD - Store at 250C (770F); excursions permitted to 15-30.C (59-860F) [see USP Controlied Room
Temperature).

ANDA - “Store at 200-250C (680-774F); excursions permitted to 15-30.C (59-860F) [see USP
Controlled Room Temperature].

9. The RLD is available in 150 mg and 300 mg strengths — both in 30s.
The ANDA will be available (150 mg and 300 mg) in container of 30s and 90s.

10. Anchen still holds 180 day exclusivity on the 150 mg strength and has not yet gone to market,
so Actavis is eligible for Tentative Approval on the 150 mg strength and Full Approval on the
300 mg. Actavis has carved out reference to the 150 mg strength from their insert.

11. Medication Guides

Actavis will provide Medication Guides in tear-off pads of 12 which will be included in each shipper of
12 bottles for both 30 and 90 count.

Date of Review: July 3, 2008 Date of Submissions: June 16, 23, and 26, 2008
Primary Reviewer:

Michelie Dillahunt Date:
Team Leader:

Liltie Golson Date:

cc: ANDA 77-285
DUP/DIVISION FILE
HFD-613/MDillahunt/LGolson (no cc)
Review
VAFIRMSAM\ACTAVIS South Atlantic LLC\LTRS&REW\77285AP1.labeling.doc

h(4)

b(5)



Actavis South Atlantic LLC

Bupropion Hydrochloride Extended-Release Tablets (XL) 300 mg

Final Printed Labeling Amendment (24)

ANDA 77-285

Bupropion Hydrochloride Extended-Release Tablets (XI.) 300 mg, 30 tablets

Control Ro.:
Exp. Date:

0€=291=292L49

LIZEEHO S

BuiBered YHEoH UL Y

STEge 1y esuung

11 R o SRRV A3 pRNgins]
s25701 siaepoe

S/smes <

9

uBqA7 9l
o spewEpen prdsiae
¥ pes p !

“BOR% [ 40 URROKY 53 ded
1apun [pas L3ajes pRkjad j) 3sn 2ou oQ

(4:98-561).0€-61 03 paryunad
SUDIBININE [,£L < (BFT ST - 07 Yo IS
o B B el
i Jun | afiesoq

“apUOI0apAY wordoadng Biu pog
SURILOD 12|81 258334 PRpUaLNa YIug
‘ped yo4eay e u papaad

FPING UORF ARSI IM A5ST5 10
HISHIASIA GAZIYOH LAY NOLENILES

& 2 @ . g
N G wd &
mmo agmwwb
5 LD g &
5 Tdsiii g
& cEag s ™
2 S€8RiL0
= —_ g
W@.@.@mem
2E £ S g i
T B ez
EZE5E R
£ e ERE

Release Tablets (XL) 300 mg, 90 tablets

Bupropion Hydrochloride Extended

Cantof Na.:

£xp. 24

¢

06-29L-494LL9 o

¢ *5 NEQALAN (O
Buibenarg YyyeaH :mv#r &‘ﬁw,“_ _vm._mEE_wmw
mmmﬁ 14 "#5ILNG

TR 5 RS SRE A pANgLasd
££2T0) smepe
B S| <

LMRCAZ SBLILIUCEHE|S

10 jewepen paInspal e 5 tubds o gl
+Buyssy uayoaq s dedy
13pun peas Avges o g wsnlsuog

‘[ainsetads j uey palonus di eS|
G565 D05 o pekuuad
SISISINGNE (D1~ 59) 5T 0718 RS

U O E LLUOJ U | w B IO}
wssu sbeed & 540t 4] WMUM.__
se sa Ajep 13 M 5 04

*a pliy . X} b

suenh b ReIGsta vt

ped g2 e oid

Pno rﬂ_&_a uﬂw« m_um m%a,nﬂo

HISNIISIA GAZEOHLNT NOILNALEY

2 @

iE 8 .42 E

- 1] 258 B2

T e @ @ FEds S

3 T deoiEs 8
% e G BES

® S 9 LmESs Yy

= BT ogisgv
20 S TEERS
A& S 5 gixs
~&E o 3388
=4 VIM BEsx
SaT 2 BER

Page 1 of 1



“suqsd Kaupyg Ry
10 sisoyd Aidadsa 'swajqoid Jaal aaey «

“Seupaly ReSSIItapLY, ID0GE GPING UGILANaK Jualied v "ash 3
ud010de Sy b1 WA [ASUNED PIN0YS pub (1) SIA|QeL ASeajay-papuaixy
u0id0sdng it JUBILAN iz PAIEIAOSSE SHSY Pue S

“Aqeq oA uniey Yed [1X) S10¢L a5e3y; ft
oIdaadng J urs0uy 10 51 1] "y anok yndayt sassed (1)
gy aseayay-p woidoadng *Buy e,
“hoimliay Koveudalg uoigoidng ag uO
2 uED 104 220y INGGE JULA0N 1104 O] Y21 “weubard A a0k 3y (Y1)
SI3198] 3503[0Y-PIPUIIXI APLOYIIPAe uoiCOidng Bt ued nok y) Ageq
WIoqUN DA WY LD {1X) SIGUL ISC3IaY-PIPUAIX3 FRNOIYI0IPAR
woidasang Jy urouy 10u 51 1| “Wueufiasd swoadq of weld 10 ueuliaid e .
R0/ {1 }01307 204 2] *SUOIAUD3 [E31R3L NOA IRGQE Joj10p 1A (18Y «
£01X) N19]qeL aseaj3y-papuaixy
apyioqyd0ipAy uojdordng Guisn 81aaq 70130 AW 113l | PIADYS JRUAY
() SI3IQeL. ASEAIY-DEAUIINI RUCII0IPAR
GdBiing v SUAPAI0N 10 15N F1Z0wO1 € 50) JYEI] Syl 10 Pu3 By
356 "stuapaBu; 3Ryl oy| 19 4ok ) 20 ue02idng '(1x) SIBiQe] 3sEaY
-DapuaLE] POV 101G01NG U juaipaiDul awpat ay) o1 B3 Ak o
“ZUIJIG JO ESCAIZk BIKAIOUE SB YINS JAPIOSIP BUNEA R PRy 10 348 o
PREA0GILIIN) NI 10 “(6lINT duwon0ifut) ; IviEYg T
s aUZud] QRN SE UAS “{IGYIA] J01QIY) SSEPIXO BUIEOUOLS
 POIIE UCISSA100p 10§ U SALP b 15E) 3} UIYIA UDYCL nb o
“U3PRAS E |0 j2 W2y}
4015 10K Pue 5udazEE02630 40 L40F9YS 0K TpEw ISaY)) TAALEROS
21£3 5003w 950 10 “Buiyunp oIS 40AIGE puE J04OI1L 40 10} B XUID +
“(ix) sp91q0
5EIIY-INANAT IPUOLHI0INAY UOIEOSING W 51 iR Juaasu GIGE s
gt 51 waido:Q0g *S10(qe) BSeaay-ALICISNS L4S HILLARTIIM 10 sIotger
HINLASTA3M SE Y30 ‘BpLa0jyanipAy Uojdoidna uleiuod jey] sauI
o 13y10 kue 30 (upyows dois ajdoad 813y af pasn) (NYEAZ e ae »
fisdapda )0 13DS05)D AINZIZS € Ly JG aAeY «
04 1) (1X) $1319¢], 9e8|9Y-PINUAIK BAOII0IPAN UDIdOIdNg x| lou OQ
£(1%) $191qe4 83€0{aY-pOUEIX3 30}01YI0IpEH aldoldng By2) 10U QINOYS DY}
1ADI0SIP BNSSEIIED
pllws P32 BOISSaALSP 10 30 VLD © Ylen SIFIRE 163} 0} PAST BUDDaN
w0530 @ 3t (1) SIaIQe] 35a[2u-DAPLalx] GUONOOIRAH UDIC0sdng
Z[1) s191qe]. aseejay-papua)x3 6puoly30IAK vardaidng aie 1eusy
“ain21as ¢ dney nof jj wielie
aidug a4el 100 0 “Aerre

(1X) S14qeL 3504[3y-Papuaix3 P10JYI0IP K vOK
1461 Joysop nah yjea pue Siaigel ay) Bupye] dajs *(v) s1algey aseajay
~N3Ha1x3 agIGO0IPAY uaidoidng Hujyes ajjym 2in2)as e aagy nok )|
“way) sne of ABY0 51 1| FIeS ey 10j309 M0k SSIUR (%) s1ajqey asedray
~apualx3 2uojyoiEAN UaId0iting Bulsn aJe NOA M SSURI[HBL 19410
‘Auc 34e) 100 00 "9317 £ SAU3 By} I T SUOUALOD (EIIFAL 110K
40 1€ 3N0qE 30[20p JN0A J]3L & (1X) SI(qE] BSE2[3H-RPUAINT 3PIUOJD0IARY
wo:doang QUISN 210325 0130p A (31 ) PINOYS FRupA. PuE ¢{1X) SIIGRL
3583y-2pudt3 AANOIIOIPAH LAIODIENT 3427 100 PIOOYS OyrA, SUOIDAS
2yl 925 UQHRRI0JU) 10w 104 (1) SIGEL ASTI[IL-PARUAX3 DHCIYIOIPAH
woid0rdng Jo 350D 13yBIY Yl S35E2:0Us SAIN2AS Bujney JO 32UEY) Syp
“SaUAIpW UIPLIED 4T Oy
“SWwaQ01d (EPAW LN it «
121036 u) Ajej39dsa "(1X) Sj21Qe] asealay-papuaIEl FpLOIY303AA
uogdosdng yiss () "Lays)nav03} 213 ¢ BupaRy )0 23ugya € §1 A13Y]
{1%) S131qe] 350IGY-NIPUAXI APHOIYILIRAY
uopoang IM0GE MOuX | POUS uB(Iew0ju] JUENadul JGuL0 euM

*5130203s) pur
UBPpy3 Ur 9SP 10) Pan0IdCE 10U 0JE PUE §} 10 A€ S| J3PUN UBIE{INI Ut 3}
-pnyS 133 199 9364 (1) S ISCRY-PIPUIN3 SPSIIOIDAH UDKI0SENG

“LolEIO)uI A0

101 131ADK0 BIPIYIIEAY SAIG3 A0S 01 MKy “UAIHLY2 U] 330 40} pasaudde
V4 22 0aI 40} Paguosaid Saci2|naLs JUESSAIdap(Le e 10N «
“530A0:d 1Ry ([2ait 1104 yjte) BurIEYD 15
IO SAUIN3LU 23U LIS 10U 0 Japth0id eoyiEay AL 1YS O a2
paus [ J0 151 ¢ daay SEYe] 13QIDw ARue) GA 10 NV Leg) SAAW B

-u3 3y} JR0QU $13/BAIED 13y} PUE "SANWEY 13y} "SJUANRT WaOjuI pIACYS
SIEUOISS3|0) YiEaY 1210 1O SIAqUISIG :Slualled 10} LOREWIOU)

*sjaag} anjoqrIaw 20 Biup ybiy 213ipu) PINOY
ey S193;3 3SI9APR S|QISSO0 0} FRIONLOW ABSOID 3G PIROUS waned
ay) "jensn ueyy uajxa sajeail e Of Sjuaied 4Ins ut AjejRwnae few w0
-100,diq 40 S3YL0QLTAW au) puE Leidoadng SE PAIIPISUOT 3G PINOYS 3S0P
10/pue A3u3nbay pAONAI T AU JUSWNEAW! jeud) ys sjuaned uj uoy
09 y)ira P3SN 4 PINOYS (1) SI2AQR) STA2Y-PAPUIDI APLOIOIPAR
voidosdng ‘séauply dyi A0 PaIIxd Alludnboesqns pue panio
~QEI3W JayLIN) BIE YOIy "SAUYOQEII SANTE O] S0R) YL Ul PAZIOGRI3L A
~amsualxs st woidosdng aanpiey (ua) abe)s-pua qira SuAfed Joj INY Ul
“Ajas17adsal ‘asea10ul Pj0}-§'Z PUB -£° € PRy SaI0aRIaW

‘Z 8)ge)
umoys se eiusosuy pue "Adue "uoenBe paouduatka “uoido.Gng
J0 uOeIILID| BSEARI-PALIEISHS Ayl ;HS NIMINGTIIM uim
J9pIOSIP aNSS214ap Jo[Ew JO SiB) Pajosfu0d-agaded Ul Sluaned
“u0id0)dng e JUALWIERI] Wirh PARITOSSE uaaq
ARy ‘uawiea); o uope Jaye Al110ys Keioadsa ‘eluwosu) pue “fe
-XuE "UOIlEIDE 'SSaUSSEISa: asEasou BIuuIoSu] puE LONENEY (e1ausg
SNOILNYIIYd
“pajou asar Anlu; fejngacojeday pliw Bunsabins sisal Aiojeioge) pue
oA 3y 1 U32S )3 Sabueyd NBOJOISIY SMONRA ‘Ayeanoiyd uoydosdng
10 S8sap 80s¢) Buwwesa) sGop up AydoaliadAy Jermyladoiedey pu SaIAPOY
JusedradAy anzday JO 99UIPIIVI U1 ASLAIIU| Ve SEM AL “feawosy?

1000WOYAAST) ersiyERe “Sypusindu ssausnssesibe “Aunsoy “Aige
I BILIOSU} “SYIENR D1ued uayeBe ‘Aguue ‘swoidwAs Guioyo) ayy

“$p3£a1200 40 $9S2410U) JOU110 *3@hULYa 2SO |0

sowy e 20 *Adesay} Sp J0 93N € 10 SYIHOW M) (2IU| Y] Bupmp

Hilej9adsa a0jaeyaq up sobiueya [ensuun pue ‘MiEp)ns “fujuasiom

|eyuja 10 Ajasoja peniasqo pue Alajendardde palojuow aq pInoys
uojfeafuy Aue 10) sjuessardappue yiim pojess| Bujag syugjied |1y

*uoissadap J0 23U3LNB1 ay) ATYAP LED SuesSAAGAPILE (0 SN

2y} Jey) unrs531d3p YIm SIINPE U S|E| AdueuIuIRW Ppajjoued-0gadeid
WO} 33U3PIAD [EHURISGNS S| AI34Y 13AA10N “SUluOL (2s8ras puokag &
*asn wa}-aBuo| 0f SPuaXd Y51 AEPIOINS AU} JAYIAYM vrCuNUn St

“apioin$ o 1233 Brup Jnoge vors

-[2U03 AuL 4Iea: O} (UAAINS 0 SE 13QUINY 3y 1N SjEi INPE 3yl uf
3PN 8134 3124) "S[EL) NEIDad 3y} JO AUE UL PAIINII0 SIPLINS ON

uoidosdng Jo sasop a0)e) Buinadas sies u) SApal Jo} eluslod

fyoasy) pue uoasdngANOIpAY By} Searaym 'sdnoib g auy ul 2|qesed
w03 81314 Sajen My PUe *Y GnIp 1ueied 3yl 1yl PElRISUOWAP A
) |eud) 86E|S-PUB YIiw Siuaned pup SI2RIgNs {LuLOU URaMIeq uosped
W03 ApMS-s3ju uy WauEdwt [euas i Sjudjled uj uoidoldng jO 53
~jaupio3cuseqd U} ue UoNewLG)L) PINWY S| A3y | UBUMETW) fEUsY
“[NOUVHISININGY
ONY 39vSO0 PUE SONINYYM 'ADOTOJVIAHYHA TYIIND 335} 52
-a3) 31[0qEIALs fue 15 YOy 3|CaAPN PNCD 12y $129)3 ASsaape |gissod
104 PaIoyNOw A2s0pd 34 PIAGYS Juauniedus ueday ik Siudl 2d 1y
SIS0y
-0 Jyeday GiE:ApOwW O P Y SIU3NEA Ul PAI3PISU0I 44 pIN0YS S0P
10/pue A3Uandayy padnpal pue (Sisoyud dneday deapoul 6] PR Buy
-pnjaw) juauiedun ayeday Qi Suaned Ut LONARS Yl PASH 2g PINOLS
{1X) 13|98z 25e3)Y-PIPUAIKT IPLOJYO0IPAY uaidoadng “pRanbas
st 350p 10/pue Azuanbaij Paanpal @ “sjuailed asay; u] 'sISayLI peday
213435 YA S{uged U1 UONTED BLIANIXS YA PAST 3G ANBYS {1X) stajder
[ENNS L wojdodng 1 aneday
“uisuapadiy aur
-0SE JO UONEGIATLXD J0) Suajed Z Ut Juaweas] jO UOIRAULaTSID Ul fur
A1INS2S 347 yita Sjuaied Jo Apnis au) ut nssasd poojg auidns L) 3w T
)irA pajRI0SSE SErA UOIG0IANG IAAGAOH *(3HD) Bnjie) Lieay any$afuod
ajquis g suaiedun passaidap gg 10 dnoall e wi paleszjol Jlan Ajes2

QNY 39¥500 Pue 'SNOILNYIIHd 'AB0
702YWUYHA TYDINITA 335) Stuapied asayj uy Aep Jayio Aiana fw os)
#0824 [0U fi{NOYS 85O Gy} “[ensn uey} juejxa Jojewsk e o} siuajied
§ons U| In330 o) Aey)| S} UDJIEJWNIIL pUB ASERIIV| Aequers
-qns eJe $[A3] 9Ny S |[pA SE *U0iBoidng yead SE 'pabas 5| 8S0R
10/pue Asuenbes; paanpal e sjuanjed asay) ¥ “Sisoyn|2 Jljedey vi1akes
UnM sjusjied up volyned Awalxa Y1 pasn 8q pEnoys (X} 21919¢L

53522 Jar3) 9 | BT
95¢0 1908 |

patea)L SiaNEG 000'L
1ad Aneping jo saseq jo
1aquny w1 30uB1a)Q 0geselg-Brig

194-pap! I uoidaudng ageday
“ploysaiyy
2anz(es 18m] ey (118 *SPOIIS Walshs sjuesseid

-appue Jayjo “sajjoyassdyue 60} sjualie 1ay10 yIm patean sjuajjed
10 *ganz|9s piemo} (S)uojlisodspaid 10Y10 10 “2wnelj [Bjuid ‘0INZ)as
Jo Asoisiy e g sjuajied 0f UONNEd QWENXS YiIM PAIBIS|U|LIRe
ag pynoys (1x) SI2|qeL 3seatay-papualg IpLojyIOIPAL unjdodng
“lenpesl 5| BSOP |0 UD[IEIEBWIRIIUL |O B BY| &
*Bw pgp paeaxa jou s8op (1X) siejqeL
9sea|gy-paguapy aplojy3azpAy vojdosdag jo esop Kjjep (20} oYl e
J) pazpue 3 Av 9In2y3S 10 ysu 9Y; jey sisabiins uadoidng
jo wawdojassp oy} Bupnp peujed eauapatxa [eau)d j0 sishjgue
anaadsoijay 2m21as jo 4siy 9y Bujonpay Joj SuojepuILIIOITY
“Bjotsay] 8anzas Joma]

| @1qeL

*| ajqeg w papwod aze {pajeai) siuaied 000'L sad ]

~I[BPIINS J0 S35 }O JAQUUNY 3y} VI AUBIRP ogade|d-nip) sagusayy
{S)) 853y "SUDIEI(PU SSOIE PUE ejesls aBE Ui B[QelS Aj2niepe) BIom
‘Jonamay ‘(0qased Sa Brup) Seaunlslp Y51 BYL "GV VI 2QUSRIOUI 1S3
-y 01y By} Qs “SUONEIPu; WRIIIP By} SSOI0 AEPLAINS JO ¥SH ANJ0SqE
Ul SIURIAIP Aarh 2:31) PIPRIS SOIUP (18 1SOWIE JO) Sl led sadunod
341 ) a8EaIIus ue pIeny; Iuapua) e 1nq 'SOup Buowe ANeioins jo xSy
uOijenen 3QRAANISU0D SEXA AL "StuaNed 000’22 JA0 Ui SBIUP Jues
~Sasgapyue || §0 {SYIUOW Z JO LONBIND wRIpdL) Sjel) w23)-poys S6Z §0
|60} 2 pepnjdut $1320SIp ewdRsd sayio 1o Qay il SINE ul S|euy

o} umouy ere (spiosajs dqweshe ‘suly

pafjoi qaozy(h j0 sasAieue pajoad ayy "Siuayed 0Oy’ 430 stinp
6 10 SICW} WIAI-HO0YS Z JO [R10} € PAPRIIUL S13pI0SIR A2

-ua Osfe Sers pUR "SESSAABPIUL 2UDAIN} GuINRTA Ay UOK
@16 pey oy Sjuaifed passai0op ui pajesa

e e yp Seayed w (1) SI9(Qe) asefay-papualxa 2PPOJYIOIPAH
v0i0038ng JO G2yES ayy BuISYAEIS 3uaAdXa (BN OU S! AL
“wawade|da? aueow pue

LodoiCNg JO LORPUIGIOD 81 4339) OyA Sialied Ul PAPUANILDDR:
21ns53:0 Pagjq 4o Guuojuoly '0qaeld 10 SNYBAZ Ulizh Pajeal} Siual ed
ay) jo auou 0} pasedwod uoisualiadiy o] NP panuLUOISIY UojeIIpAL
Agnys Py SN wites pelea) (3,p°0) wwaied | pUe SLN PUE SNYBAZ JO Lol
-2uiqwoD 843 Yl peledl) (3,2 )) SWBNeO aasyL “uoisus)adhy Bupsixe
-a1¢ ju aouapua peq Suaned asay) o Auofews ay] Aandadsal *oqase)d
puC “S1H 'u0id0IdNg ASCI3I-PLILISNS YIS ew.S: sjuened Jo %)'¢ pue

I I fi3) suo) Auew 1 1l .
*ujinsuE 40 SaywaskBodAy 10 i peleal) salagein pue :safloaioue
PUE SjuelnwS J8JUN03-BYl-i8A0 JO 95N SIURINW|IS 10 OU|ed0d -
‘sajejdo o] uopappe (seuidezejpozuaq fujpnjau)) s3anEpas
10 [0Y03]¢ 4G SN 2a|SSAIXG ‘wioyj0 Buowe ‘apnidu) ust BInz(es
PRSERION] U )M PAIRII0SSE SAOULISWNAL] ISUOHENS eIl «

“ploysang)
fIN2105 J3/m0] 1.y} SUGHEAIABLI [UE)IOIUOD AU *SiS04LII Inedey
‘i85S J0 a3uasaxd oy} souun) (SNJ) LUBjsAS SNOAIGU (RAUAS ‘RINZIES
J0ud 10 RWNE} pEaY |0 As0)sly 8pnjaut asn uodoidng g)im o:nizies
10 Y5 oy} asealul Aew jey) siojae) Bujsodsipald si0loe) JUaled o

By
-$0 U] UOJINED J0] S[ED UDYE|uaAIILE BSOR )M DIUIP|OL| BINZi0S
] esealauy ajeuojuodosdsip siyy “{1x) SiejqeL eseslay-papuax3

59} %% 0 poIeduod Pey SIN
B oy  35La[1-{) 10 i i i+ pareass saned
10 25178 *ApRIS siyp v) “SLN PR uoidosdng 3seads-pauITISS JO wateu
1quIo) 2yl wjus paiear) Sjudned ur uoisuapadAy wabiawd-lawiea) jo
a2uapioul sayBiy e 1586805 uOyESsad Buixows 0} e ue Se 0gadz|d pue
“g 1y SN0 u0I0040nG 3SCA[3-PALIEISAS (O UOIEUIGIOD Ay} “(SIN) wasfs
03 “(513I08; ISCAPY-PIUEISNS NYBAZ) uoidoidng

10 LONR[NWIO} 3SEAJI-PAUIRISNS AY) O APNS axRIRGwWOI € W] ElRG
“w0isuaLaaAy Bunsixee:d J0 BIUAPAR IN0
<yii% U YA Sjudijed Yi0q U panIAsqo Yaaq dALY S|UaAa ASAYL “Adesayy

1O J1¢ 70U "$aLy2|paws JBY]O Y11 |CIAN) UET SAU)paW .
“Iaquaw Yiuey
1n0A J0 104 10} PIQISI 3UPGY BYL [0 S22 IS 2y} 1N0QE Japinoid
‘2,20u1[eay 3y} Of YEL "SIIR)IA APES 1AYIO FAEY SAUIAIIW (uessaIdapLy «
‘Sl0ssaIdapyue 10 50 agy 1snf
100 "18A02 QCOUIIEAY Y} WA SOTK0UD |UZWIELN € SSASHD PINOUS 13w
<3103 2410 10 SANLIT] 13 puE S1uANRd i Dutliast 1ou Jo Sysu ayy OS]
pug OISS2A0D) BugRas} 40 SAS1 y) € SSADSID 0 (wel0dul 51 1| *$3SS60

A0 YA ) pue guoje uajdordnq Bujaeaas

syuarjed Ui PaLOdE) UZaQ Sey UAWIEEN 2oL Dunbal ‘aanas sased
Qwos Uy ‘u0isusliadhy ‘auneid [RAUNI Uy IS)I3H3 !

wordoadng (o (Bw 0gp) asop A|jeR papUAWWI0IAL WNW
~/XEW 34} PJIYI1-3U0 PUB FUO PUE IST J[NPE JeNSn 3y] B3I S| 350R
Bw og 8y} *Aep/0w 009 PUE G5p UIOMII] BlOja) [SOWIE SBSERIIU|
23uBpIIU} BInzyBs pajewsise oyl |ey) paisebins voydoidng jo ol
-g[Mwig 95ea|al-IRIPPUIL SU) 10) PAENWNIIE Blen [EUOHIGEY
*s|uesseIdapLiUE PaJBYIeW 10410 GLIDS
10 10l pesdxa Aew (exp°0) 2aUspIoY) BIN21BS SIYL “Aep/iw gsv O
00¢ 10 afiuel e uj Sosop je pejeas; Siuaged uj (Ajaanoadsasd pamo|jo}
syusjied 002'¢ 10 €1 81} %b°0 Ajojewxosite jo aJuap|ou) einzjes &
3[e8Ass U0|Se10ng 40 UOJie|nuLID} 3sea|as-aje|pat) Ay 10 Eleq
*{000° /1) %170 Aloewixordie
5| aunzjes J0 89uapjau; By} (oS NIBLABTIIM) uoydoidng jo uol

*SSAUNAIS WIUAS [quasa: Aeus SwoldwAs asauy -uoidoxdng

s uoneiaosse U papiodar ugag aaey Aisuasiadiy pake(ap 40 sAll
-saB6ns swojdwiAs JaI0 pue yse A 13r3) put "BIBRAW ‘ebjeay
“uawiean Bunp (yIealq

10 SS3UIONS PUR TWAPA ‘uled JSBYD “Samy "SI “YSEI us fa)

13430 PUE UTSSaIdap [eal) o} Pasn SAUIPAW e

“SwordwAs @0
asne3 ued AuappNS aupaw juessaidagiue ue Ouddars 1apiaoid eiea
<UIfEay © ol BupA[E 1811 10y} BUAPOW UESSAIARUE UE 0078 1aA3N «
53U2Ipaw JuessaxapIIUE [10GE /0 ] PABY | O BS(3 EUM
eI JSI0M J0 12D«
tewawosyy) Ouicagls a(qnoa} «
SyoRje ued «
55511531 10 pajeNde Asn Buijad) «
aIxe 33I0M 20 fatl o
G0ISSNAIP ITI0M 10 3t o
130 o DLAINS BLOD 0} SIGWAIIE +
“Aubut Gupaq “anssai00e Gunac « Burdp 16 3pIAs 170Qe SiyGnOY; «
4 A110A J0 *3S:0% M3 Q18 Aay f A1e193dsa “swoiduuks Buymayio) 8yt o
‘ue Sey 29quwaty Ajwe) J10A 10 NTA J Aeae [y 28pIACId BJE211EBY 2 (12D
“SWOIdiuAS JNOGE SUIAIUEY
3Aey 0K 3 AE102dS0 “PAPITU SE SISH UBGA1aQ JIPALIT AIB
116D "Ba{ND2YIS S 190K GIIYIIal 8 L SSIA dn-130I0; I Gadid «
“sByIf3} 26 'SiNHNG:
SaliveyD UPPIS 10 AEU 11003 01 AeAe Wl fapeAoid ALl A (1€ o
“paunya S1 4SC 341 VAU 30 PILIEIS 51 U wessad
_apilue e voye 1ueniodun A3k 1 Siy) SBU23) S0 “SIBNOY “SIoAvag
poow Ut 'sabueya uapPNS A[aass “SABUEYD U 0) ONUAITE 3503 Aeg «
LanWaw Awe} € 10 §askw
U $u03128 pUE SILAROU (RPI2INS aAa:d ) A2l PUE IO} YIEM | UBI tOH '€
*SUGHE 10 SIYBNALS [ERIBINS 10 (353U]) BSSHBAR
iUt Pz OS]E) SSUN LidIQ (j0 ASCISIY AU & v 10} B4ty oy aid
036 93] 95241 “SUGNIE 0 SHERON (ERraIns Dugney jo sy Sy Apszin
_aipted v asey Aew aydoad awos SUONSE RUE SIENOYE (EAISYNS jO SasuEa
uep0rw) 1501 3y} aze SsSau]) JEIVAL SHOJIS 1AY|0 PuB UO|ssa1daq g
“juatEst JO
SUDW 2] 18J) BY) Ul SIINPE Bunak pu *ssabeuas) “uaip]jud awos
by sUaI§3E J0 STyGou} [EpiaIns aseasaus Aew saLI3IRAW wessaidapnsy ‘1
gsungiae Jo sigBoy} lep
.{2Ins e *5assau][| JEIUAW ST0LISS JAYIO puUE UD[SSAIT3] “SALAIaW 1UeS
~sa1d0pI\UR 110G MOUY PINGYS | UONRWIOIL] JUBHOGW IS0l BY) S (24
350 101138 J8ID 40 UDISSEIEAD 105 SADUIUD WBWLRI) [E «
SaUDI09W LUSSBIGIPUL YN IWAIERI) [0 SHIDUIY putt SYSH IV«
100QE J3pIAGIS SIEIEBY S, )80WIW AR
110K 10 IN0 0] Y]EL *SEUTPI IUESSDICIPUL Yl SUONIL Pue SiybnoY)
1S 10 Y512 01 IO &80 St IAY VOHEIIAI U] JO UOKIS SIUL
Suonay Jo SIUBNON] [BRjaINg BuR
“tassau|p JEIUIL SNOIBS 1au|Q PuE Wojssaidaq “Saujapap] luessaIcapIY
_¢(1) s1a)08} aseajay
_papuBia3 SpojuarpAy wordoidng N0GE MOBY [ PIROYS UGTIEWITN]
WepOBW) 1310 [2GM,, PAINUB S| UDIFDES PudaES ay] 1SaLIo(RaW |uasserd
8BUE Yt SUONIE Puk SN0} JEPIINS O 51 BU) INDGE S) UDH23S ISull
oyE apig UopEIIRAY SIUK JO SUIIIAS LjAR P! 0 IS BB “AKYIHOJWI
\siaewseyd 10 101300 RO Y5¢ ‘(1) SIdlGLL
S5C2Y-PIPUaIX3 IPIIOIOIAT voidosdng HOge SUDIISEHD AuE Saey tiok
AIIUER JROA J0 UOIIRUO3 [E21D3) IA0A INGGE JGIAOP IMOA Uyvr Bur(es
10 93 2t el 10U SHUP UOIEWIDJUN S L "UORWIOY 13y 20 AR 31|
21 © (3l 105 U 369 PUE {1} SIAQEL STEISH-PapYRIX] BITOrIIDIDAH
uadosdng Buisn 1S N0 Di0jag AINIED 2T UDIEINZY S PEY
{1x) S121eL 3sea|ay-papualx3 apiojyasIpAH LoidYdrE
aping uojieapal

500w 10 1017Ry3

W SalluByD [EASHUR JAYIC o
{ryew) Dupyeg pue

AL ) ASTAIIU) WAL UE +

sagjdust snesaBuep vo Duid2 »

SuoloER) I 16 03[ 10720D
2 )nsud pue (1x) 5i9jqe) asesjay-papuaixy 2puojya0ipAy uoidosdng
Bupyer dois pineys Juaned v ‘uordoidng Uit pajeI20Sse XIS gy
-eyE pUR "AWDIPUAS LOSUYOP-Su2ATS *FUIOIINW EWAYLKID JO Shodd
Bunaysewisod SNOIURIVOES AJL2 YT 3rLY AIDY; "UONIPPE U ugydosdng
A S[eu} (UKD uj PaHCA) Laag aney |uduijeall [aipaus Bupjnba
eaudsAp pue “ewapaoifue “BUEDN ‘Sniund SE 4INS swopdwAs Ay
suonIear It :suofjaeay o)Bely
"pasapis
003 2q PINOYS (1X) SIBIQEL aSe3[ey-pAPUaIXF BPLOJYI0IPAY uoidordng
Jo [enualod Guanpar-ly6ian so/pue :niodioue ayy ‘SSau| aNS5GIP
s u3ied e Jo ubls Buiuasad (olew e st so{ JuBiam J| “uidosdng jo uon
-QInW0 25EsR:-BEIPALL; Y] Y14 DaIEAN SIUBEY |0 %§ O PAIECWOd
“ybiaen pavrell Spuessassapyue Ao Bulaogas SUBIIEC JO YSE ‘U d
~0867 {0 UONEINLUI0} 3SEA[2:-21RINWILL! Ayl YUA PAIAPUET SRS b

-gjiwui0] aseajel-p 9y Jo Aeg/Biu 0pg 0) dn sESOP |y 18500 &
“u0|doidng )0 Sudjtejnw
-10} 8525{01-VIBISAS UE 9SEA)I-GE[AWILL] By} 10} MO8q PBluasasd
Jey} 01 Jejjuw]s eq Aew "S|ew; [E{UK Ul SalEN[eAd AjjEwIO) 10U BJIYM
“(1X) s191qe) aseajdy-papuelx3 apliojy30:pAy uatdoadng Ljim eauap
«10U] 9JNZ1as ay) ‘GoIdoadaq J0 LOye|NLIO) SSEeRI-aYIRISAS By o}
pue uordosdnq J0 UDIje|nwIo) eSes|al-aje)pBLIL] By LIOG O [U3|eAIRl
-B0Jq 21€ (1X) SI191q€] agea|ay-Papualx3 apLi0|yI0ipAY ul daidng sy
“|uBlLjeas) U0 BJjyM 3IN23S
© 63Ua(8¢ka Oy Siualied u] PAEISAI JOU pue PANUNUOISIP 8] PIOYS
{1x) Siajqey, ases|ey-papusix3 3p0jydoiphH uojdoidng “{1X) SIaqes
oseajoy-peaualx] aguoJyI0IpAy uojdoidng Yijm Adesoy} 10} spaned
10 401393138 1) PRIP|SUO B )$TI GOYA ‘SUOJIeA(PBL [URIILIOIUAT pue
*syojjen)|s [e3]u1]d * 1098} Juayjed ) payejes Sje Sy SAIN2(8S 10 xS AYL
*531012(8S 40 AS|4 [3j2{83-350P € y)iM Pajeloosse s| uojdoidng :sainzieg
“uolj(nwo |21-0)EIp: 1 ey} ‘(e voydosdng}

-y2Asd 420 10 '{Q0) $9pI03IP AAS|NAWOD 3NSSASD "QOI Ul SIRY
~58|0p PUE GSAPYYD Ul SIEL) P3YI01IL03-0G30|d 10 SaS/jeus pa00d 3L
*Jap}o pue 6§ pabe SNpE uj 0gadE(s o} PAICduI0D SIVEssI03PIUE
Y UGRORgaI & Sera A104) ‘b 96 pu0ABq synpe u) oqaverd o paredwad
sjupssaidaplive s AIEPIINS §O §SI 3y} U} FSEAIIUL UB fAOYS JOU DI
SAAPNS WIgj-HoyS "S:apiosip 2yenyaAsd a0 pe {GQW) 19PI0SIP AS
-s3)dap Jofew YiA (4Z-81 $80¢) Synpe DUnoA pue ‘$juease|upe ‘ugIpILY
1 (A1Ep191as) Joineyaq pue Bupuly (1IN JO Y51 2U) aseaIaul sORzp
259U} 1841 PanOyS (S1aU10 pue S[USS) SBrup wessaidapyue 4O Sy
PO)101u03-0q20€(d WIL-HOYS JO SISAEUD AAj00d juUIWIE) JO saseyd
1123 ay Buunp Swwaned wIenad vt AYEpOINS 0 Bdualiawd Ayl pue Lols
-s31dap Jo fuiuasior Buonpuy ur 3jo) e aavy Aew sjuessaidapnue jey)
*sasara0y 'us33un2 Bwpueys-0uo) e u9aq Sey A13y] “3PLINS J0 S0Pl
ysafiucis ay| a1e SaAaswWay) SIAPIOSIP IS3Y} puB “SIapIOSIP RIS
300 U[E13I UE UOISS24A3P JO Y13 UAUX  §) 3PS 'SINII0 UOISSILE)
JuRAIIS (LN 1515130 Ao Su S|} PuE 'SUORERPA juessaIdapiue Bur
%01 318 ADYL 10U 10 1AYIAYPs ‘101ABY3Y Wi SABUBYI |eNsnun 10 {Ajepians)
101RYAq PUE LOYEAP! [2RIINS |0 32uaB1aWIa Ay} 10/0UE VOISSAIDZP JjauUl
Jo Buasiom ¢2u3isadxa Aew “augipad pue npe iad “laaw) s3piosip
nssaidap Jolews Yl Sjudlied sty epIaNS pue Buiuesiam jeatul)y
SONINSYM
“(1X) s1aqe) aseajey
-papuaix3 apuoyanIpAY uoidozdag dn axew 1eql sjuapabuy sy10
) 16 uo0I8NY 0} asuodsal B3]k U LKADYS BARY UM sjuatied w pajea
pujeI]ung 22¢ (7X) S18jqe] astajey-papuaix3 apuojya0pAy uoidosdng
“(1X) $121qe;, BSeAIoY-PIpUNX] 30L0UI0I0AR
uoidosdng Yy Juewied) (0 UONENN PuE JONQIYUE OVIN L2 |0
UOEAULIIOSIP U231319q 9SUE[3 PIIDYS SAXD ) 1583] 1y "POIEIIPUIERUOD
U {Oyw) asepixo Juiweovow e pue (1)) SIAQeL aSealy
-papudixd 9pUOJUI0IPAY uOIT0IINgG JO LCREASIIWDE JUSLATUOY BYL
“(sav(dazeipozuag Guipnpour) saAn
<gJjes J0 joyoae jO uoNenuuoosHp jdnige Guobiapun Syuaied ur pad
1putesuod ase () S12jQeL 523|3Y-PapUaX3 AUOICIPRY uoiderdng
“uoid0dNg §0 UONEINULIO) 3SEAJAI-HIEPAILI B} Yis BTG 10; P
-yeas) SJuaied Ul Pajo SaINZias O 32uapiouy 1aufiy B J0 35nE3Aq ESOALDL
CIX2I0UR 30 BHUANQ IO SISOUBRIP JOISG 10 LALIND € Ylish SIUAET U] P2l
1pusesu03 aJe (1X) Sio(qe] 35es|ay-papuaix3 APUO|YI0IPAY vojdedng
“apuadap
250 S| AINZAS §0 FIUBPIIL By] ISNEIRY UOIIDIANG LIEIOD TeY] SUO)
-E3|pa 12y10 AUL JO *GONIEREI0; aSRajal-paulelsns au) (3 0]UD0IpAY
U0I6010NG) oS NIYLAGTIIM SVoNeiswioj aseajal-dleipauiu 3y

] uo00I0Ng) SHINANGTIIM SIEIGEL I5EBLEL-PIUBISNS

NIHLNGTTAM 40 *Lojiejaunia) |3)-pau) 841

wo[doiing) z¥S NEY1NA113M Se yans ‘vojdoudng upejsos ey
SUOJ{EAIAWI 13U[0 AUE 40 ‘GNYEAZ Y114 UD[1eu|quad U| Pasn 3q jou
pinoys {1x) sisiqey aseajsy-popuelx eputjyaoiphy ueydodng tey)
pue “Juswijeal) uojjessas Buyowus o) pie ue Se Pasn ‘gNYAZ ¢ punoj
jueipafin 3o awes ayj ujejwod {1x) SiajqeL asesjal-papuaixy
ugydosdng tey} asee apew aq pinoys sjueried

%3 ) % 5 <150)
b % %E 541 < paulEn
Gre=u | @u=uf {eee=1) | obueqn 1B
ogand | fep/ow ook fepiblu 00E
S NIBLOGTIEN {545 NIHENATIIM

JanIos|a anssaItag Jofel 1of oHS NIHLASTTIM Jo Sfent pajjosog

-pQageld Ul sso] 1ybiap pue Uien 1qBlefs Jo IUapIA| € BIgeL

°¢ 3jfj2L W) Um0 Se

$50] yBrarh 50 vieb B paauapadxa Swaned ‘uadoidig Jo voueN

-1C) 3SC3J21-DIUEISNS U] 'S NIBLNG 113N Buisn s2piosip anssesdap
012w §0 SAPINS PANCAU03-083ITIS B) :JUBIaM pue ayaddy pesany

“sYs J{ius asad 0} pajdadxa

ale {1¢) SIalgR) aseaiEy-pApUAIX3 3PLOIUI0IRAY uojdoxdig “siuaned

ajandaosns 1ayo U SiSOUdASA ualel aleaioe Aww pue sseujn eyl

10 aseyd passasdap 3yl GULNP Siua)jEd JapIos|p Jkjodiq saposids Juew
aiendinesd uEd SILSSAISNIVY BB JO/RUE SISOYIASS jO BONEANSY

*JUBLIIREJ} {0 [EMEPLILA 10/DUE

UoNINpo: 250D OGN pateqe SWOIIAS 3Say] "SASHD WS U] 'OISH)

-uod pue ‘tiuuesed "23UeqIN}SIp VONIRIUBIUYD ‘SISoyoksd “seoneuiniiey

*suoismap Guipnjaur ‘swodwés pue subls aupyaksdoIay 10 Hauen

£ 7404S 0} PaHOJa2 uaay snel; eidosdng Yl patess) siuaed passaidag
Rudwousyd duieyIAsdosnsy 1ylg pue “voisnued sysoyadsd

“0Qa2e|S ylin: pAIEAL] SIUBLEC JO %48°0

pue sjaqe asesja-pavieisns uoidosdng jo Zjoadsas fep/bu 6oy

PUE ODE YU PalEas) Sjualed Ja v:9°g PUE 5} Ul Udwieas] O uanTnul
002§ AAINba; O} 319038 AWBININS I SBAANIS 3SAU} Ut SWOMWEG

“sasp amou

~dAY/ANIZPAS LM 1AL 21D 0] APHYIBEW JUAIHINS JO SALINAWOS
aIam SWOJdWAS 353y) "1BRIOSIP 2Ss3I0aD Jolew Jo SPNIS (B2 Y]

] 91 (A uosy|
P g 555 oy
%2 46 °of uopenby
ge=0)| (ruLeu) 192¢ = o WL WeRg 2SIy
062G Kepsbu 00F {epsiw 0OF
85 HIYLNG 1M ] HS NELNETIIN

JapiosiQ emssasdan J0[ely Joj gHS NIYLNBTTAM JO S|ELL pa|jo/iuog
-otjaze|d U] BJUWOSU] PUE “Kjalxuy ‘Uopeifiy Jo sauaplau| g ajqe)

“uoissa:dap te(odig Guneass
U1 35N 10) paao:dde jou e (1Y) S18|qE) ISEjaY-PIPUIIT 2UOJYA0IPAH
uoidoadng 1ey) pRIOU 3q PHIOYS 1] ‘UOISSaEaP PUR JBPIOSIP Iadig *3pID
s Jo Asoisty Aue; ¥ GupR[au; “Aoisiy aNeaksd pajkiap & apapauk
pinouys BUIUAAIIS 4ans :JaPJGSIP Jejadi 1o st e e A3Y1 |1 duinalap
0) pauaaIds fatenbagk eq pjioys SWOIGWAS Bnsseidap Yl sjaned
“Juessadapiul e Yl uauieal) BUBLIIUI o) J01d “IaAIAGH “UmaURUN
1 UOISIARUOY B 43NS JUBse:dal aA0qe PagrISap swordwAs ay} jo Kue
SANTUA 2DI0SIP ejodiq Jof S T2 Sjuatied Ul 3p0sI0a JUCW/PIXIW € |0
uonEUIoa;6 JO Pooy!ay| 3yl asealu Aew auoje JuessaIdapIUE ue Yurk
200s1da ue yans Gujieas 184l (S1ew) PAI0IIL0D Ul PAYSIIAEISA 10U yBnOu)
paa3i|aq Al[RIaua6 S11) 12PI0SIP JEJ0GHg JO LONE|UBSIG (B 3yl 3G Ao
aposida anssasdap s0leur v -Japaasiq Jejod|a 40) swaped fujseisg
“ESOPIIAD 40 ¥SU AU} 3INPal 0] JapI0
) ‘luawaledew 1uelled POOB Y1t JUAISISULD S1QE! 1 AnUenb 1aljEws
au) 10) uaHun 3¢ PIAoYs (1x) SialeL esedfay-papuang 3PHOJYI0IPAH
upidosdng 10} suonduasdyg ‘stamfiesea pue segjiwe} Ay voy
-eA0SGO ANIEP BN PIAcys Gupiojiuow yang ‘s1apianid B1ed yiyeay
o Ajajeipaww| swopdwAs yans poda o) pue Algepiains jo agualisawa
ay) Se [1am Se BA0qE paquasap SwodwAS Jeyjo ay) gue “iajaeyaq u)
sabiueya jensnun *Ajpqeiye] uojieyfe jo aauebiawe eyl Jop sjueyed
Jojjuaw @) pasu ay} jnoqe paye|e aq pinays -apiejyaksduou pue e
yadsd yjag “suojjeajput 1a4)0 Ib 1apias|p anssaidap ofew 1o} sjues
-saidapyue yim pajeas Gutag siuaged jo siambaies pue S3)|wey
“swopdw/s Guijuasa:d suaned ayl jo ued Jou A3
10 ‘7850 Uy 1dNIGE ‘312438 3se SWOIdIWAS BSaY) J) Afjeroadsa AEpINS 1o
Uissaidap Buuasiom o) SI0SIN0AIE 3Q (yBiLw 1ey) SwoldwAs 1o Aep
ns juabsawa BuIauaLadxa alk UA J0 "aSIOM Auaisisiad §) uissaItep
asoum sjuaned U ‘uoNedpaw ayl GununuodsIp Aqissod Guipniauy
‘uewiGe) Junadesayl L) BUIOYRYD 0F UanD Bq PNOYS LONRIAPISUOY
“Aepiains BuIBiawa o) $i0sInda)d Wwasasdal LW
SWOLdLWAS Yans jey) U100 St 3131 "PRYSIQLISA UaAQ 10U sky sasjndun
|epiains j0 30uaBiauso 2y} Jo/pUR Voissaidap Jo BLiuasiom eyl saLia pue
SWOIGWAS yINS J0 22uabsaLsa A uAIMIAQ Hul| [25Ned & yGnowyy “Je
Jaksduou pue JVIBIYIAST 1OG "SUCNEPUI JUI0 10} S [181 52 1aI0SIE
anssaidap sofew sof sjuessaidapiue i payeas) futag s\aned aeipas
pue ynpe uf papodar 1aaq drey “BINEW e ‘eiwewoddy “(ssaussalisal

ugidoudng) oNYgAZ Ui palealt siual ed i pajed

Swaaa pr UANLASQNS 941 19RO S3Ne) ISeLA: J0rA0| Heapubis pasuan
-atixa yuauieas) uoidosdng panuiuos e sjuaned “swojtlwhs ans
~saap Buiuasions 10) papaau ses uawiea Bnip e Jwawdpnl s jopedry
~$3au1 2q S pauyap Serm ascyd puig-e1anap Bunnp asdejay ‘Sx3en
£ jeuig 33 §0 4269 105 {pas0sduuy yanw) g 40 (FaA0:du Yy Kan) | g0
21028 juawWdAIGLIY 19T S© Paulap Ser aseyd uado dyi Buung asuadsay
“a50e]8s 20) UOYEAIISQD JO SY3IN b O 0 10} "DRAIEI JO LOICOIONT JO
3500 JWES 113} {0 VOIENUILOD O] POZILOPULI 22322 {UDIIEWIIO) 35ea[at
-pavgisns oyl j0 Aiep anay Ow 0g)) veidosdng o [ers) uado xazm
-g ue Buunp papuodse; pey oym ‘adky Jwalindal JAPIUSIP snssIdap
J0lew 10§ 31D A-NSQ Buijasw sjuariedino pnis undl-1abuoy e v
*01075 1wWaAIGW §9) B4}
pue 2:095 AU0aas |59 3y: ‘a|eag Buney uoiss31dag Biugsy-fawotivoy
ays *| wol SYQK 203 [2101 SHGH 3u) v0 udidosdng JO SSILINGID
au) PIERSUOLLap ApMs S1y{ “u01doidng j0 UCNEINIO) 3SERI-BIEINAWI
a1 J0 Aep/w QOE PanB30s Siuaieding ‘APMS pay) 3y} u) 'y Wik SYQH
J0f 104 101G '9:038 AJ3naS (99 ) PUE 21095 (BI0] SHAH 3yl 10} drui5od
2394 SI|1S92 3] VONBINWIO) 95E3AL-BBIPAUILI Ay} O 3SCP AepyBui-pgr
ay} 3¢ £u0 104 "u01G036Nq §O SSOURA03HA YL PAEANSUOWIP |L1} SL “OG
-aaeid pue (Aep/fivi QSp Pue 0DE) uoid0)dng 0 uoNEIULI; aSEI[RI-3IER
-aunul Ay} J6 S3500 Paxy 2 PAPN[3L] £PNIS PUOIAS Y “3100S Auaras ((99)
‘suojssas0uw] 16409 (BN 3y} pue “3je3s Jiyl woi () way) way poow
passudap ay) 2035 [LI0) {SYQK) 9jeas Duney uoissaIdaq uoyruey
Y U0 uoideIOnG jO SSAUAIIRND Bu) PARISUOWIP [EV] Siy SSA)
10 Aep/6w QSp |0 5950P wNWEW Panad sjuaned |0 %482 INPHIS
Alep Sawy € © U0 UONEINWIO) 95e3I-3IRPaUIW 3y 10 Aep/Bui 009 0)
00C 10 30Ues 350p UGIG0ING © U1 PJENN G181 Stuaned “ApmS 151y 3 u)
“SIUaediO 1INPE Ul (B PA0SU03-0URIEIS *¥90sA-g 3O U PU SIuaIedu)
110D U Sje) PRJ0IVO2-0QETE]Y "2k O1a} Ul UONdOIANG 4O LONERLIO
45ea(D-GICIPALILY FY) L PIUSIQRIST STA JAIOSIP anSSAIGED Jofeul
10} UBWITRN £ S8 LOI0ING 10 £IBDR Ay, a0y BaIssadag solel
STVIHL WOINND
“SJQ40ISUOU PUB SIAYOWS UAAI2Y SAN|OQEIAW BALIE S JO V0d0IdNg
10 3UBIEA 10 "Y1 ‘FJii-Hey **g Ut 33usa)n ueduBys Ajreansn
-ms 0u Ses 253y} ‘uoidoidng |0 a5op bw-q5) 2)uIS © JO uoiessIuIpe
{020 BUIMO|I0 "SIAOUISUOY 1din 7| HUE SI9X0WS 241016 D023 Btk
21 :S1201Un|0A 2[RWI) pue ajews AYHEaY oE w pANMS BN uoidosdag
10 sopaury0dewseyd du) uo Huixows aasedio J0 S1aa)) 3y) SIeYWS
“uoidoadng Jo siaewesed
09eweyd 3y} LY SADUBAYP PILI3I-X0S O P3[R3AD: S122lUNJOA Bewdy
ylieay g pue jew Aygeay 2| Buingoauy Apnis asop-ajbuis y zapuag
“(3S1] WICHAG :SNOILYITH 935) SAU[0QEIaw Sh AUP UOIJaIENg |O Ul
BINWNIIE IO} ¥SU PaSeaITV} Je B1e A3p|8 3y} jeyl paisaBBns sey “3sop
adiynw pue 2Buls ‘Apn)s AauIoIEWIRd 13YIOUR 'J3AaMOY uanesuBd
~407 uoidoadna uo eBe jo 193} uduiwod ou St 215y) 15eBEnS elep 8sauL
“s}33lgns 3a0uR0A (O (Y] 0) JEURS Sera S103gNS AaP|3 uf SAVjOQLIRW
1 pue uo(doidng Jo LOISCASIP Byl 1By} pelelisUOWED fpms aneun
-02eulieyd BSop-2j0uls v “w0jdoIdng (0 UoEIWIIUGY ewseyd pue (Sieaf
€8 01 g)) 90e LaaNEQ diysuoned: Ou PaEaRd; ‘ANPILIS Aiep ST
§ £U0 Aep/BLL g2 01 0BE 10 a6uCs e i pasap siuaned Buiyaru sapNS

-eJjuasu0d ewseyd yead "(X) SIQEL ASe8[ay-PERUIXI APUONINIPAY
uordosdng (0 volessuwpe Gumojay *(1X) Si2qE] 3SEajay-papualk
I ucidosdng jo 1l e sy I
930 uoidoidngAxaIpAY JO SUOENUBIUCD Ewseld Yeed ‘Suewny Ul
“(suniesauf
B0 SROILAYDTYG 208) dwauzos) sigl AQ pazyogeia sbrup ynm
PasQISIUIPC-0 §1 LOKd0:dNY LAY SUONICIANUI Brap-Onup 10) (enwarod
au) 51 213y) (902dAJ) 9QUIOSFY 2w0IIAI Ag PAzg0Geiaw 10U S( L0
~0ydq yBroyyly “wk2u20s! {982dA) GII0Spd AR 2y) AG o
-agejous @2 jey) suabe asoil qir ﬁsaéﬁ *suoyded)w Orup-frip
10) fequatod 2u} $1 531} "Pazoaeau Aarsuais undedng asnesag
“uogd
~0J0nq J0 3504) Uy} 10U Biy 20 by SE 318 SACGEI2W Byl JO SUDILIUTI
-u02 RssTd Ayt 35E3IQ SIURLIO0KL (eI 10 3 Aew S| “ugidosdng
uey) uaod Ss3y pioj-G 1e upgoIdnqoIpAYOINAID pue 101¢0I8Nq01D
-Ayoasyy apys ‘woido:dng se jualad SE Jley duo S| uodosdnigixospiy
Jegl 2w Ul 1521 BuuaaIos 1uessaidapiue ue ol Pale)isuowap uadg
Y |1 ‘SAARMOH PIZN3|IBIEYD MIn) uzaq [ou ey uordoadng 0) anef3l
SaljoqEeLL ay) j0 AIXD] put Au2100 By “alogeIewW Aieuun Joledl y}
S2 P31219%3 UBL} St YIJysh 'PIOB HAZUIQOIDIYI-E1AW O aefinluad undd)o
€40 UONiELS0; Y| UI SYNSA: UJey3 3PS uoidosdng @y jO uoIEpHKQ oK
-018ng0IPAYOIIYY JO UOIIRLIO FY) UL PRA|0AU) 10U g SOWAZUR0S! OSP4
QW0AI013 2y UIGOIONQAXOIPAY O UDIEWSO) Y] UL FAADAUL awkz
-ugost (ediaund ay| 5t (9524AD) 981105 rd BWOINIOED FEQ 1safibns sbus
-puly oA Uy "dnes (AUGQIED 24) 10 DN BIA PAWID, A1 YIS UD
! pug Uy SIWOS} |0103);
Ayt pue “uoidoadng jo dna:B fang-uay aul jo uoyepxaIpAy A pawIo)
5t 2t u0idoxAngAXeIpAL BAOE BQ O} LAOYS UAAQ ALY SANOQRAL
2314) "Suewny 1 Pazogelaw AaasuBIXd S uaId0IdNg JWS/OGRIIH
“u0id040nq Yl UA3S {RY| JJEY INOQE St AlNjQEI3L voIdardagolp
-Ayooay 2y} 10 Buipuig wiBj010 |0 (UDIXD B SE3IAUA *ugidoudng X
1Y) O} Jeus S| ayjogeiaw uoidasdngfxaIpy euy o Buipuiq uisioid 0
Juaixa ayy -Jw/Bow 00 0} dn Suoesluacuo3 |e suialoxd ewsed uewny
0} PUN0g Sobg St LOIBIGNG JBY) #0YS SISA) ONIA V| LONARLSI
“ugidoudng 0 Ny Jo ') 8 19842 10U pip
POC} PUB SINOY © ses u0)dosdng 0j sucH w
-syjd ygad o} il ‘S1alUNoA Ayliesy 61 (1X) Sajqe] 3sEaay-papualxy
3pLIOIA0I0fH uOIL0IBNG JO VOKEIISKIWPE [E20 Bultmoioy uoNIdI0syy
'SI0QRISW £ I}
QUE ug:d0sdng JO) BAIND BY] JAPUN TR PUE UDHEIURCLOD ewsEld yeag
10} PARSUOWAP Sers BDuRjeainba fpep sawn 7 Bw gL 48 voidoidng
10 uOIE[NLI} 3SE3I-INLISAS Ay 1 Ajiep 20uo Bur GO (1) SIAIGEL
502[3y-papuAlRy apuojacipAy unidoxdng it Buisop Aep-p Buued
w3 Apnys e u Ajeuciyppy *(uoidosdnqoipiyeiius pue uordordngolp
-Ayoasy) ‘uaidosdngixoiphy) San|oqeldus ¢ ay) pue uoido8ng 10} arnd
3yl 43pun BBIR PUE UGN euisEd Yead 10) PaiENSUOWID S
aouafeanbs ‘Aep sawn € Gw g 1 voidosdng Jo yoNejuLo) dseajal
<ajeipaww| ayp 01 §iep s9uo Bw OQE {IX) SIaqeL 3SEARY-PapUaLE]
apuojyaaspfy voidoxang yus Buisop Aep-py Bupnedwod Apnis € u|
“shep g Ll paydeas 12 uaidoadng Jo
pue *sInoy {6%) 12 St Gwnsop oYy

ewised 2{e1s-Api

£00y(j@ u0iSS:dap 1EIIAIS UL01) SUON vordoidng ojers-Api
10 UDHEIO|dX® uE 19 ‘PAZUAITIEYY ATy u3RG 10u GAEY SANOGEIIW
i pue ueidosdng 4o shIGuNo32WIRYd 3yl uo 208 JO 513219 3y 8ly
*5139junjos Ayljeay 0) paied
-1509 "pa[EaAd) Sea SAY(0qEIBW S| 0 uordosdng O soipauioIeuneyd
ay} uo aya Juaredde Ou “{Aer-x uo Leay PaNIEjud ue 40 JHJ 10 Aoy
~51Y) UONoUN;SAR JEINDLIUBA 3] Yl SUEN2d PRSSAIap b ut utndoidng
yum Apms Buisap 2uoxyd e Buung UBHIUMISAD 1BIRIUIN 3T
“(wawsedis] [BUSY SNOILNYDIYd 895) ua)
-auny feuas paajedu Aq pasnpai aq Aew uoidosdng J0 Salogelul 1ofew
2y} JO UOELILAR B "Nl [euar ABEIS-Pud yiw Siualed 0] INY Ul
*fjan1o30sa) ‘aSEaJIu [(0]-Q°Z Pue -£°Z ¥ ey Sayyogelsw vo/dosgngaip
~fyoaiy pue uoidoidnghx0iphy oy seaiays “sdnoif g ey} w 9q
-BIRGLOD 24974 SANEA QMY PuE 9 Dnup juased ayi eyl palesSuOWap
anye; [ual a0eis-pua givs swankd pue SIaalgns [0V UAAIAQ
vospedurod Apnis-ialu vy luewiedwy (eud: Yl SWAEd vl uoid
-0JdNg §0 $IAVIYEIRAIRYT By} GO UOINBWIO}] PRI S| 13y JEUaY
“(NOILYYLSINAQY ONY 39vS00 Pue
*SNOILNYITYd ‘SONINEYAL 335) SIEQIUROA AY]IEQY O pasedui0d Sisous
-1p3 ieday a13ras Ul Sjuaied vl “Kamiaadsa) "ploj-g pue -G paseasoul
asan uoy i pue 10y S|
<jley ueaus 2y "voidosdnqo.pAYaIYLLR/IY) 10} 1976 SINCY |E pue uD
-10010NQAX0;PAY 10} 1918] SIROY G} PAAIASQO S *PL UBIDSW BYL oyl
-01dnqospAyoyIAI3021) 10] P{O}-2/} 2 In0gR PuE uaido1dnq/xespAy 10}
P10j-2/1 | INOQE AQ PASEIIUI INY UEIW BYY JBNT] % 1S Faewixoidde
ser *U9 ueaw auy pue

Toye u01001dng JO (QSF) 4-{IEY UONEUNLI LEAW Ty "PAIPMIS U3
100 9ARY SIBWCHULUR [ENPRUL Y1 JO SaRUp0OEUITYd put Hgimpae
oiflojodewueyd 3y "aMIXU HWINR € St uoioadng 1SAN3UR0IRILYY
“swsiueydaw 3613
~viwedop Jospue iaalpeiou Ag pajepaw SIUOHIL S 1eyl pawnsaid
S| 1 “unouNuN SI "SIUESSBIdapIUR 13U0 Y Se ‘u0idoidng jo uonde jo
WSUEYOAW By} SHUAY "UNOI0IBS |0 G4EIdN-8) BY) 1O SEPIXO SUIWEQUOL
QYUY 10U SEop pue ‘auywedop pue “auliydauidaicu jo eldn (euot
~nau 34) §0 JOUGIyu! §EA ARANTJR) 2 St uoidesdag *801lUIRUAPOIRLLIRY S
AT0T0IYWHYHA TYIINND
“{41v) PI9® LOIILIPAY puB
10d *1e)|nS [AINE] WNIROS “P1LUDQIEDIQ WN(POS 23}
02 "91e31I3 A9} ‘IPIX0]P WIEY) “sauifjoded Pioe
aAineytew afe; *(3h) joBoszew "joyodje |uiadjod
‘(4n) oweseals wnisaubew (3} 9pxaIp uod
one O S |EMO]I03 () 950[0a3 jAdosdAxasphy “ouop
140003 “SuapaI6U) BAIEUL AU} PUR 3PLOIGIIPAY
u0idodng o [UNGWe PARQE| ) SUIRIU02 1AqEl
"HI20D 1283 "SI3IQR] 25R[21-PAPUANKD Ay-HO “Pur-00E
D) Jx_, SE UonelSIuIEe Je0 10) payddns aie (1x) S19ae]
2529[0y-PAUAIXY  APUORIMPAY  uoydosdng
S 2JII10] [EIN}ONNIS 3] "ESOINW 1620 3] UO EISAUISIUE 18301 40 Vi)
—esuas sy} S3NPaId Pue 2iSE} J3HIQ B Sey I SA1erA U GNI0S AyDIy pue
“guiyelsAIo “auus St Japrod apuojyIaiphy uoidosdng 13He GNP HE'D

“Jaen paynd 'auo)
1S SROIPFYUE |BPY

$53U108] J04OIE- LI FAUIHI0D 3] 04 ‘S0 %69 ) sen
e ygaw ay) "uodoIdNgAX0:pAY AYj0qEIEW BY) 104 “(S)93aNS Ayneay
U $IN0Y B) SA SISOYIND IN2UTY IIATS Uk sluaned u) siney 2) sabuo|
osfe seiy a-jey ucidoidng ueaw 2y) ISiAALNIOA fyneay w sanjeA
0] PaIedwod LAM SjqeUA A0W puUY {AIAGIASA: "DI0J-E PUR %02 &
£Q 20uds3}1p uraW) Pasealdu) AENUEISINS 253 Y Pue

~puleau09 21 {1} Sialge] ases[ey-pep voidosdng
“JapIoSp 216Z12S ¢ Y Swianed uj pajea

-ipureue 22 (1X) $13(qeL 35ER13Y-PaPURLX3 SPUOUICIPAH uaidaidng
SNOLLYJIONIYHINGD
Juaied jenpiaipy) sy
30 Biup 3Y) §0 $saujngasN Widl-Buo] ay) slen|ersns Aealpouad plaous spo
-15ad papualxa 1a) {1 SIAQEL 5e|ay-papuaix3 apuajyooIpAy ueidosdng
‘asn 0} 5103[3 Qys ueishyd au) ‘ssajaquaaan {STVIYL 1DINID 83s) uod
~0201q |0 UOe|FLI0; aSEA{as-PRUITISTS By} LA [E14) paljasu0a-ogazeyd e
U pRIEsSUOLLIZP SEA UBLWIEaS) QNI J0 SXaB# § BULA0I0) Sx33rA pp 0} dn

104 35uodsas uessadapyue ue Buneluew vl upidosdng |0 AL Y
“uopesn! [epiains Jo ‘jdwane
apIOINS £ "UONE/UBIU0D PasEdUn 18 BUUI] PAKDJS "SSBUSSALOM
10 ([0 }o sbuij3a] "anBije) PAseaiou) WOHEPSEIB) 10 uaneyBL 1010WOLY
-fsd "ruurosiadAy 20 BIusosYr "ayIadde Jo/uE yties vl abueya Juedly
“SAANSE |LISN UY BISE3]S S0 15343101 PRUSIUILL pawEw ‘poow
pessaidap :buluoiaun) snopaaid woy abueyd € |uasaidar pue pouad
y99rA-Z aUWES 3u) GUUNp 1UBsaiq Laag asey swoidwids Buiole; 3y o
G I5ea] 1 "UCHPPE U! taansea|d 20 1sasalu; 4O $50] (2 10 poow pesseidap

{1 Ju asussaxd au) sayduy {A-4SQ) eposide aussaidap 1ofew Y

“($7¥14 VDINID 325) (WSC) [enuew jeansuers pue ansoubeig
Yy o 40 Aobaled Uoissadaq folely b o) Ajasol) isow papuods
~21j03 Sosoubeip asoum SWIKEAINY JO [EN) PRYI0AU0D YERM-G U0 Ul
jue Sjuanedu [ S[Ew Pa|0I|U0D Y2as-t ORY Ul PaYSIIGRISA SEXA aposyda
anssu0ap 10few € 0 quawieas; ay w uoidosdng jo ASeaNR aul
“lapaosip
anssaidap Jotew |0 1WAIRAJ} UL JO} PAIEIIDUT € (1} SIBLGR), asealey
-papualxy apUOjRICINAR vodidng  iaposig anssaidag Joley
39950 ANY SNOLLYDIGN]
“sayoqelaw pue 8np juated
30} "u0N10SG2 30 JU3IXD PUT UONRNYOUC) EwiSeld Yead o] 0 pieBat
g ueido,dng o UOHENWID ASEAjA-PAUIRISAS BY) O fjep saw)
2 6w g1 10 e 0 pue uo|dosdng JO VOHE(NLIO 3SEadi-3|epaWWL
3y Jo Auep saw € W ol 4 Jey} Of Jejiis Sers 1w AllIgeleneolq
aney 0} UMOS SEv ApEp 20uo B QOE (1X) SIaIe] aseajay-papudixy
apuojyzoipéy uoidosdng @y “suol(puod aels-Apeals 1apun Uo
E0)dig jO UDIIE(NLIO) 3SEE[3)-PRUIEISS aUf U PUR VOl INWIO} asealal
-3ipaw 3yl Uieg o} (X} SiB|qeL dsealay-papux] APUOICINAY
voidosdng o AMIQE|ieAROIG JEROIS DAIENSUDILER BAEY SRS )
$18Jqe) 9seajay-papualx3 ap! voidesdng jo 1 Wes
-sadapiue ay) BuReASUOWAP Siep) JUAPLBIIPU) OU 3se 23K} yBnoyIY
“ogaorid Buimada; 850y) 0} paredwnd

2wy yodosdng ay) "SISO ANjeday 2)anaS YA Sluaned U “VoHpPE
U) "SISOULD 224 SIRIABOL OF PUI Y S|uAed ul (£} sapjoqeiaw
anpae Si pue (%) pue " “Dny) uoidoadng 10} Sijweied naupy
-00PwIEYd AU} J0 WOS U PAAIBSO SErs AURGELIEA BI0US JIAGICH ‘5103
-unjor Aqijeay @ 0} PaIedurod SiSCyL3 INRGAY SIBIBROW O PIW YIih
suaied 6 Ul SANOGEISL IM)I8 SY pue uoidesdng Jo ‘sapaunjedewIeyd
a8y 59001240 JUENUBIS AENSIEIS OU RBIAUS ApNIS PUODBS JuL
el
213 sdnosb Juaned 2 Byl Ul SaljoqeIaw Jawio 2y) pue uoldoidng 1o}
Y U} SAAUBIIA 3], “3SeaSIP Jan| YOI ik SWaLtEd U (541G
01 %4£G Q) Jelearli 8 0} PaPUal PUE ajqelieA Biow Biar uodoId \gh
-x01p/y pug vordoidng 1o} SaNY 2y) weduBis Aleansyels lou ybnoyry
“{fanyoadsar 'SInOY GFLg SOSIBA SINOY plZE) SITAmNOA Agieay
g Ul UEY) ASTASIP JaA] Jijowodle W Siuaned g ul saiuo| Aueaquis
ser u0ido1dnQAX0IPAY JO BNI-(IEY ) 1BY) PaMOUS Apms 1say oyl
-0yA213 242435 01 It (i1 SIUBIIRd UL 3O PUE BSTASID 1241 IOYOIIZ UIA
Saied w 2uo “SAIpR|S as0p-a0UIS 2 1 PITUBNILIBYD SEA uOKinsdng
50 SIauryodeunend 2yl U0 JuaLnIEdw! neday Jo 1233 L capjeday
“uo(1a,9x3 Aseiin 01 0ud
Jany 241 u) uonEBN(u0d 1o wSIleqEiaw 2aupa; abiapun o} Apan ase pue
spuUROdWo? 1e0d A3[LI3P0L AL AGY) BSNEIR] UOHILN) INedRY JO (Bual
‘paanpar Aq patoaye aq Aew uojdosdng jo SaljoqeIw Sofew 3ug 0 uaneut
Zuwilo 2y "ueidoidng jo SAHOGEIAN 3AIIE 3} |0 LONRINLIIAIE |0 |UAND
puE 82,03p a1 asuanjjul 0} P31720x3 39 Kew UOREUNNEd 0 {219 “Suoied
-pait JULHIUQaL03 ‘3B *[4Hq] 2] eay anIS30u0D ‘aseasip san) “Be}
Ageded qogeiauws Guiaiie SVAHIALCD 10 S101e4 :sUn0IBYNg uope|ndog
~uoidoIgNg J0 WISHOALIAW BAISLALXA ay)
UM WaISIsu02 Buipuy & 9,60 Ajuo sen pabueyIUN PRAIIXa vowdoudng
10 350P [£10 3y} §O UOHIEI} DY) ‘12AAMOK “AaNIDadSa! "$a3a) pue aunn
343 Ul PAIBA0D3) J37a 3SOP SAIICOIREI B O %0L PUE %28 "SUEWwNN Ut
uoidosdng-Jy, o 6w 002 J0 LOUENSIUILPL (IO Buieao)jo] ;uopeulLiliy
“Aepfbs P Ot QOE JO UOHEASILILPE
AUeIyI BUIROY) SATBUN se3bi) HQIUXa Sa{GIa SIt PUE oy sﬁa
“Han)
<2adses “uojdosding Jo JeyL Sawn 2 PUE p°| 8J€ SONY 3je1S-Apuas put *§|
gAI103053) ‘SIN0Y (€17) 26 PUE (013) €6 Aatewixoidde fabuoy el sasy
-jieU UONeLI|3 Ji3y| '13A3MOH “ajljogela voidordngxa:pAy ay1 o 1eul
of JEiS 218 Sayj0qeIalL Uojd0s8nquIpAyoaIL) pue 40100JIRQUIPAUDIGE
-A4 94) 10} SuOEIUAIL0D %ead 01 Sawiy 3 “vadosdng o ley) Sauwsk €1
1n0ge S) 3w Apeals 1 ANV sit pue sinay {53) 02 Aewixosdde s1 00
-180J0ngAX0IPAY J0 BJ-(|EY VOREUILYD Buy, “aNEjS Apeals & Grap uased
au} J0 |243] yead ay) Sawn ¢ Aja1ewxoxdde 21z uadoidnaAxaipay o suoy

T ebed KV 9516 80/9Z/9

1 eunsoy IEMIE|OU Ayt 2922 5t 1ybiam Jenaajow L
& d-1.-Lou) ip-1'1)]-2:
-g)-1-(3) se pajeubisap st 1| "ssulweAylaiAvayd o) palejal St
11 usidod)Aya JO 18Y) SAAYWISE KPS NJINNS SIY ‘sjuabe juessaid
~3PNUE LAMOUY JIY10 10 JOD] o4Z1dR-21 VIUCI0IIS AAITAS “IDAIRND)
*ayakaut| 0} aIE[R:UN AYEDIUIRYD 32 *SSE}D BUOIHOUNLE BU] JO Juessaid
-apiue ue “(1X) SIAQEL SCRRY-PIPUIXI PUOYI0IPAY uoidosdng
NOLLdINSA

{"asq apIeIPBd SNOILNYD
.34 U "SjUalied 40} UORWIONU] SSHOLLAYIINA “ASH BPIAINS
pu Buuasiop {B31() (SONINYYA 3aS) ‘siwalled ayjeipad ) asn
10§ parnsdde Jou ase (1X) S12|qe) aseajay-papua3 apJojga0ipiy
uojdoating -1aqudsaid ay) Yl UOUEIUNWIICY pUE LOEBAIISID
85013 10] P3BY BU) J0 PISIADE BQ HINAYS Saniialed PUE Saljiiey
“fojARyeq U] sabueyd isnsnun 1o ‘Aepains ‘Sujuesiom jea
-01ja 10} A|B50|2 PEAIGSqO pUe Ajpleudondde paiojiuoL &g pinoys Ad
~glay) juessaxdapiiuR UD pELRlS 22 oYM sale (| |0 Sualied “ap
~{BS |0 ¥SH 9] U] SESERIaU] I PARIDSSE SAALOSWAN] ole Siap
-1051p aunewyaAsd Jaylo Uiede3 pue uoisseldaq *Sapjo pUe 53 pate
sinpe U] ogaoe|d 0) paledwod syessaidaphue Gim Xsu v uojl
-anpai g sem aiay) pZ abe puakaq sinpe v oqase|d o) paredwod
siuesssdapjiue Yl AIERIIINS (0 ¥SI BY) U] BSEBIIU| UB MOYS
100 ip SAIANIS WIBI-LOUS ‘PaSY [EAIUIID UL Uil YEI S|u1 Bdue
~Jeg |snw )jnpe GunoA Jo juaasajope ‘plIYa e Ul Juessaldapyue J8Y10
Aue 40 [1X) Sie]qe), asea}oy-papualx3 epojya0InAY uaydoidng jo
asn ay) BUKAP(SV0I auAUY "siapins|p ajnelyaAsd s6ylo pue {aaw)
13pIOSIP BA(SSAITap J0lIW JO SAINIS W3]-HOYS U] SHNRe Gunok
PUB SjUaasa|ope "UaP|IYd uf {AH[ERIANS) 20]ABY3Y PUR Hupjuie jep
(a]ns J6 6g2aed 0} PIEOWOI YS|) 8Y) PASEaId| sjuessaidapiuy

03074y

sfinag wesseidapnuy pue AllERIANS
i
‘0dd
i1
(1X) s33|qel
asealay-papuaixi
apo|y>04pkH uoidoydng
uoneunogu Suiquasaid

Z AGM §0-9 bu 00€ (1% UTIINGTTaM) 3zesul uotrdordng




80/80 A2y
S2EELE 14 "3sLung
971 Uy yIRNS SIABITY AQ paInQuIsIQ
m_>mwuzm:\b

21680 A1 MI[Y “AngueIg
u0jei08i0] Sda A pamAZIUEY

"5 NYBAZ DUE 48 NIWLNGT13M wNILNE

173 BUNGIWSOXEIY jO SAWaPRI PAIASI0A) ale Buolo) aYL
*|aimesadws) waoy paj|elieod dsn eS| (4,98

-6S) 9.08-G 01 panwsad Su0|SINaxa X4, ¢4 - .89} 0,82 + 02 € 2018

“(06-2p)-19428 JON)

$13(Qe} 06 Pue (08-Zp1-282£9 ION) SIAIYEH OE JO SAHVQ UL gp), ybiea 9%y
~105 341 011 PaSSOGED SIIQE} ‘[EAD BlseJjC BiE 'BRLOIYICIPAY ugdosdng
o fuw 00 “(1X) S1ajqeL aseaRy-papuay apuoppapiy uoidosdng
@311ddNS MOH

“(SNOILNYIId

BUE AGGTIOOYNEYHY TYINIT) 23S) pAI3PISURD 3Q PINOYS 3SOp Jo/put

#£auanbal} paONPas @ Pue Judiiieduy [BUA) Uik SUARD ) YORNED Yliss

pasn 3 Pinoys (1X) SIAEL 3SEd|ay-pAPUBIXI ApIOY20IDAH uDIdOILnG

uaysund (eusy Pesjeduly YA SIUBlIEd 10} Jugwisnfpy afiesog

*(SNOILNYIIYd PUE "SOHINYYM ADO10D

~iHHYH TOINO 28) SiseuLl 21Ed3y ajEispow oj B trs Swaned

u P3BMISUDD 8q PIRAYS 3sap Jo;pue Kauanbayy paanpal e pue {s1s0un12

n2asy MeJaPOw 0] pw Bupntiuy) Juatuisedie; J1RA3Y i SIUIRED U)
wnned yw D380 8q Binoys (1) SIaINe) 25eajaL-papuA3

53500130 WA Pap0daL SUOIIL3] SNOISS 13LIQ “SISED (1P JO Patu} U0
fyziewxoadde u) payodas sew ainzes pauodas uaaq aney uoidoidiig
10 10l 10 6 QF 0} @i 10 SeSOPI3AQ :Baus(Iadk] BSOPIIAD UBLINH
J0VS00EIA0
*sBnip anj2ecydisd 0
512333 anj221GRS 9l aZ131380EY) O] pasn Swibipeied UDLRUIWNISID Bnip
Ul S12)j3 SONWNS BFEUIISID AX-AUII0D pue Ay|-dunuziaydue
paonpoid u0idoidng ‘Sies U] “ASNOUSABIUI PIIRISIIILOE-|aS SErA
oidosdng ‘sBnIp 3aaeoyaAsd 10 5199119 Buasojuias 3ais0d ay) ssasse
01 5j3pow glewid ) “swipesed 101ABGaQ PEOSUOI-BNPAYIS (RINGS
up Guipuodsa) Jo SAIE; ASEAISU| pue 'Isuodsd) |eloeysq padfjoasss
19 “ANAIIL JO{OLIODD| JSEOIT O] UMOLS UG SBY I “SIHApaL
1] 1] 9] UOWLWOD SUDIIIE I 103 SNAXE
w0idosdng Jegi umoys asey Sajewnd RUB SIAR0! U1 SAPMS SIEWIY
“sBnIp 1UEjNUIYS 3SGR Oy 350U}
0} 3ANEANE AISIAOW 3Q [yBIU FINZAS (0 S Ay} (O ASAEIIN PISE 3Q
104 PJ07 Jey) SISOP 13D JBAIADK "SISAGE WEIRWIS 10 UILEIAYduE
0 Buisojuia: Aei0edse ag o} A3y 10U St S8SOP PEPIAIP Ut pasaIsiuupe
vay/s uoidesdng o aBesap Ayep PopuaILoId) A1 1Ey) 153900ns saop
SalEN|S aSap-afBuis WOy} 30UTPIAA ‘ssajayrauoy ‘sbrup jo [21us100 9nge
a1 191paid AGeI1a1 0] UZACUX 10U 2JE 'KaA3MOY “S[Eu] B3I U sBupuig
“Aqensap fnsp pue epoydng jo s6uijaa) jR1uaD 2ANSEALI S9(EIS FSAUY,
"|OWY @yl (0 9jeas Buig) sul uo JunsRiaydwe pue 0gRILNH uIAINAG
alei0awBU; 21038 B JUE (1Y) S3I0[UAU] 19)URT YAIEISaY UONIPDY
ag1 jo g)easqng suppozuag-auydioy ayl uo cqated o) paredwod
€ Atoe ay-aunuelaydwe plu paanposd uojdoadng jo Bu ooy 40 3sop
2(Buis ¢ "asnqe |0 sBaup yia pacuayada s[EnpIpul JO uonendod e uj
vauialyaxapuonebe pue Aiae 20j0w
U 35EQ39] AWOS PAOYS SIUayjEd PASSAIAN Ul pue BSNQR Brup sdiynw
10 AIgisiy B yyia S193QNs U1 S133)Un0A JEUIS0U Uf PAIINPUCD {LOLERING
-10§ ase3} pawus} eido1dng J0 S3pNIS (21U PIONUO] SURWIAH
“9I0RISQNS P3([04U0D € 10U $ uOI0I0NG 1SSE|D BINEISANS PR|joINa]
3ON30NI430 QXY 3SNAY INVC
Tuides pue “uoiua1a) Aeupn ‘gouay
uasut Aseupn "snBud[es ‘onasd (njured “asnedousw “ensewodauAl

&

w0id0Jdng "SJUBNEG a5y} ut 42D J3Y0 A12% BW 0S) PARIND 10U JA0YS
350p Y3 ‘SISOULND eday 213AS Yl SIUBHED UL UORALD BwANX3 Yl
pasn 2q AR0US {1X) SI3(9eL aSEajak-Papuale] apLoju0pAY vodoidng
isoljouny ojjeday pauedw| Uppy Siuaied Jof Juawnsnpy abesog
“Ayep 3300 Gw 0QF (1) SIAIGL, 3S0aaY-PAPUAIX] 2OUIONAK
codoidng 03 poudiss 8Q Aow (Ayep adwal fw gsy ‘djdwexa
507) fep/fw 0QE 1 SIAIQEL ISLI3Y-PIUIRISNS U NIYLNGIM wirh
palcan Duign Abasnd aje oyn Sluded “Ajiep a3u0 Bui 00E (1X} SialGeL
aSLA[3Y-PARURN SALONOCIPAY aidasdng OF PAYIUAS 3G Aew {fep ¢
saunt £ Gw 0} ‘3julexa o)) Aen/Ous GOE 18 SIIGEL NIHLNGTIIAMN Yl
paleas] Guiaq Alualna sk oy Siudlieg "BIqssd U3y asap Ayep 10}
2wes aul anb "(1x) Sieqel aseajay-papualxy apuoI0inAY voidosdng
0L SIFIQYL ISEHIRY-PAUIVISHS oS NIMLNGTIM WO3 10 (1x)
5132, 35€8|34-P2pURIX3 9POJy30IPAY uOid0ldng OF SIBIQEL NISANG
17344 woy) Sluatied DUIINS LaYAN 1SI91TCY 35E3|BY-ALIRISNS HYS
NIHLNETIIM WOJ} 10 SITME) NISLNBTIAM WOY siuelied Buyamg
*UBEAT 4INS 10}

350D 8j21IC0I0UE AU} PUE UBWVAS) BOURLBIUIEWI S0} D3AU 3] ALV
01 passassea: Aealpauiad ag pNoyS Suane “Ssuadsal (BU) UE 3ha1u9e
o] papaaw 350 syt 0] [EAINU2D) 5 [UALIZA| SIULUB|UIELL 10} BApaIU (1x)
S|9QEL 2Sealay-papUaIXg BPUOIYI0:PAY uaidosdng JO 350P 2y Jou 10
JAY18U#A UMOUNUN 51 1| "2P0side BINIE 3y} 01 35U0GSe) puakeq Adelay) (eal
-5ojodewibyd PauIEiSAS J0 130u0] 10 SYUDW JRIBRSS AJmbar uDIssAIGP

“eunsap '$1115A9 ‘UONRINIELD 2UHOUQE 21324 PRAIISAC Oy
“apIesIp 210150/ pUB “Elan|od “aduziodun 212 uanbasu| yeyuafion
“SiSeupAW pue 'Auns
~531d JEJNI0E51( PaseRLIuy ‘eidajdip 'SSAUNeAp 13k PANIASQO ASlY “af3
A1p put AQYEUIOLGE UAIRPOLILIOITE 213rh JANDAINU) SISUAS £330
“(USHASYY PUE ‘SHUEWIAP AEOpA EuLdpaniBue
“gaadoje 2:9t PAAIASQE Osfy 'use) IdedOJIdEW SEM BIEY UMY
*euowndud Sert PaAI3SqO 0S|y ‘wsedsoyouoiq sem aiey hsojendsol
“eisaunysAp ampre} Supsewun pue
*$53USSe|iSe "uoneap] provesed “Ayiedainau “g6jeinay "vojoes) el
*0pig) Pasea:au) ‘BISaUOGAY "SUTHEUANNIEY "BWI0IPUAS (e weakdesxe
“RIOYENR "BIUOISAR 'ISAULNSAD "RUUNESAD “SUQISRIIP “WNLAP "EWOD
“piseyde ‘misaupe boissA60e *{D33) weito(EeydatuaeiodR jwsCLge
aram PIAGSQO 0Sly EUBWOUAY Due UDNYZTAIIP BUER “ESAUWE
a3t 2;ey "0H112A PUE “BONE3P! [EPIINS “BISIYISACAY ° opadiy ‘eisau
-pyuadfy RS0y “ANje] [EU0NOwW3 EoYUSAD "uoIfe: [BunS:adap "opa)
PaSeaIIIP UOIRUINION] [RUIOUQE Qir AN WIBISAS SHOAIRH
“ssauyean 215N PUR SISA0AWORIE/8A3AIRBY 2j95T
A3 PanIISHO 05y ‘SEWEId B3) 21aM uanbAuy JejeraxsomISIyY

[eidyduad pue Bwapa A WANbA) JEUONMINN PUE O{10QE13H

"0l
“eunis03/|B sea PARIFSQO OS|y "RWIPA i wifeiyuy ¥su |
%9 eibjehy 19 P
seva uaidosdng (B3 S0[NISH uodosdng

(a4 $h %) BueqnISp AIOIZISND PUE ‘(%€ 53 %8)
aquegmsip AUonpne *(%k SA %,9) Aoy (%2 54 %E) 0pIqy paseainap
(6 SA o:g) UBISHIUOT ‘(S,E SA %p) sIuequnisip Aiosues ‘(%2
sh %t} Alienb das]s panecul (%) SA %) BISIiEYE f | $436) Sied
107 [ENISUAW {27 SA %E} BISTAUSAD ‘(32 SA Sop) aseaidul ayadde
(o4 54 %0 1) EIPIEIAYIE] *(2Z SA 24E) UOISURI00AY (947 SA %) uoss
-uatiadfy "(%p $n %G) SenuyLALe JEPsed ;213 0adeld ueyl wanbay)
250w Aeaysauiny asams yeyy pue {Aep/Bu 009 01 00¢) voidosdag jo uone
;) 35Ea[21-3JEIPAWALEL 3Y) JO S[RIS] {EALYD PRIJOIIUOD Ul %4 15T3] 18 j0
20030t UE (B PALINI00 18Y) § 3[GL Ul PaISI] S0Y) 0] $1udn3 [RUOINAPY

“siuayed 0 %' ueyl

§59] 12G 0 ULy} 43j2216 Ul BurNdd0 SUBAB 25)3ApR SAAUIP uaydfy —
“5,u311E4 D[EW2) J0 19Ny ) UO [135EQ JIUARDYY

J3pI0SIP 4100) PUR ‘S[)IuI; Japiosip Ai0jendsa) “uted X33y

“uoisuaYadAy ‘aWoIPuAS f) ‘aJusiiiel; "eisdedsip “gaynsouaLusp s

-u01q ‘ujed xoq ‘paseaiaut ynadde ‘auae ‘Kunluy [ElURHI2 “SWIE [P

-J0uqe ‘2194 "dnosB 0gaIwd 2y} ut Auanbay 10w 10 Kjeaba g ‘uoid

-030ng 0 UOJE|IWI0} ASBAAP3UIEISAS 3y} JO ABpsBW OQF 10 QOE 441D

s PRE3I] Siuaned (0 %1 ISB] (€ U} PaLINDZ0 JEYY SILBAD SINBY
u07103jU1 1924) AIRuBf}
oBeyrioway ewifien

%0 faualun Aeunn
% %e Kouanbag Azeuti
[eiabosy
2dodip )0
%2 % %4E ucISIA paun|g
- 4 *%T uo:s1gAsad a1se|
%W 79 %g sl
- 535095 [21020S
%0 %2 TURRIN
Mpw g,m sy WE
% % gsey
%2 me E__zu;mw
u
%l 2 %4 yBnod pasea:ay|
%2 ol %e nisnuis
%2 P %E sibukseng
Aojendsay

wonenuns wajsks

SNOAI3Y [Ru3)
esasaseq
paseanap 0wl
Rigenp
30U3joVuI0g
ssausnoniay
Jowd|
Ky
vopeuby
SSAUNZIQ
BUWOSY]

wa)shs SROAIBN

L

‘i 3{GBL Wi PAISK 3sE 31es Qeazd a1 3% 1589
1© 8162 € ¢ puR "uadoidn jO UOREIILLI) 3SEIA-NALIBISAS U} “gHS
NIHLNGTIIM 10 Aep/u 00y 40 e/ GOF 13ulia yiies paieay; Siudijed
10 %] 15E3] 1€ Ul UNEAURUGISIP 0f O] 12y} SIENI 9S3Y] il S|LIAI Asianpe
219303 BU ] "SIU2AD IS:AADR O AND UAIUTRAI) PANLKLOISID ogazeyd yurs
pajean sianed 40 %p PUE UGIO0IANG (O VONLIAULIO] ISEAI2I-PAVISAS
o} 10 *Aarudadsar "fep;8uw 00p PUC 00 Y PAiLds Stuatjed 10 %1 | pue
946 'S{E) (21U PRIIONU2~0GAIEId UY ‘b NIHLNATIIM 20 SNIMING
“TT3 UMM JUBLIE3LE 1O LORENUODSTE D) BU|pEa) SIUGAT 8SIADY

*u0}des0ng |0 UAJIBINLID] BSE3[31-PAULEISNS 3] ‘SIBITEL
oHS NIMLAGTI3M Yl S[EUI [ESIUYD Pa0AUCD WOJj wiep wo Ayiew
1d paseq 51 UCHIISANS Sy} 13PUN PAPNIIUI VOLEWIION BUE "{A90T0!
~ViAYYHd WOIRIND 925) voidoidng JO UOUBINWIO] Bseay i

“(SNOILYQIQHIVYL
-NOD 225) auizjauayd soNGIU) DY Bul Aq pajueyua Si uoidosdng 0
ANBIX0} 3102 B} jey) SIZISUOWIAP SIPWILE Ul SAERIS SI0KALL! OVI
*xapu RAGRIAY) A01RU B Y3 SuONep3WL
14030 350y 10} ApIEniied ‘PAIFPISUOD & PINLS LONEAID3U [CUl
-B140 2y} 40 250p 2y} 3SEAIIIP 0} PIAU AU} 'GQZJAD A0 PAZ(OQEIIW Bp
& Bunja29) Apeaije waned ¢ 1o uaunBa) 3weai) 3y) 0] pappe S u nd
-010nq J} "LONRIPAW UEYWOIUDD 3y} Jo 3Bues 3S0P Ayl |0 pua ax0 AL
1¢ P2ENI: 3 PNCYS PUE UDINED il paydraidde ag BINoyYs {apliEd
<a1} "ououajedod “0°a) sowyLAyeue 91 adAt pue 110j0100)3W ~69)
SJ8420|q-£180 {RUIZEIIIOLY) ‘aUCPLASLE 'f0D1IaC0eY §°8} SonoydASdIuR
*(auyeaeas “auyaxony ‘aujaxosed ‘AULEIISP ‘JUNURIILL “u! Adiy

Y -aTEaLLY 24} 01 310q Age
APOIQ JEIULS 2ABY O} DAASUOWD U229 aAey (1X) STAIGEL 3SEday
-popusix3 ap0jyIcIpAH voidosdng  tiepaDsIQ ansseidag oley
{'SROILNYO3ud PUE SININEYM OSIE 335) SHOILOY3Y SH3ATY
“(NOLYYLSININGY QN 39YS0Q pue Juswiredu]

leuay :SNOILAYD3 8S) UOIIUN} (EURS JOJUOW O] [NJ3sR ag few

panedws yps Sjuayed v saieash ag Aew Grup Siy) 0} LORIES) X0}
10 451 BY) "sAaupx u} AQ PRIRIIX PUE PAZIIOQRIA JAULINI B8 YaIyiA
*53y|0qRI3U 3AITE 0) 3| 3y} LY PAL|0GEIA ABAISUAS S| uoidosdng
*(490709
“YIEYHd TWIINII 295) $)|0qejaul Si pug uodaIdng §0 USKEIAUAIIL
10} 45U P3SL2AUI 18 318 AIRp(d 3y leq paysabling sey ‘asop ajdnu
gue 915uIS "ApRIS QNAUXEICWIRYT JAYIOUB ‘1BABOY S13A(GNS 13Bun0A
10 12y} 0} Jewis Se/A S|3algns Aapja i sapjogelew s pue uaidozdng jo
iS0dsIp 2uj ey palensuowap Spms Jieuyooeweyd asop-afuis ¥
“In0 Pa|nJ 2 10UVEI SIENPIAIPU;
Japjo BWOS 0 Aakisues seleaiB ing “suened ssBunoA pue A39p)a 8y}
43390 5a5U00SA) U] SIIVAIID PARUI! 10U Sy TIUIALXD (eI
pauodoy *s122{qns sa6unof pue siasigns 3Sa UBRHAAQ PAAIASAD BIGtA
S59URAYIRY3 1O AJBJES Ul SAUBIAYID [[E18AO O “(S3IANIS voissaidap)
vordoadng o uoIeINWA0) 3SE3A-ANRIpIWW Y] Buisn st [EILD U
palediaiued 1370 PuE G9 SJUajed PRIPUNY [B13A3S 'UOLARE U] PIO sieak
G2 813 £ PUB PO SIRRK 692 Qdi G/ “{SAPN]S UCNLSSEd Bupows
pue uojssaidap} s191qe) asea[a:-paueisns uoidoidng ylwa S(ew; |CAUIID
u) parediojued Oy Stuaned G009 fmwxosdde ayi )0 sesn aWIR}EY
*paau [EIuD AU QI SYSD [eNu210d ay) aoveleq ISnu
1u2ISAOPE 10 P9 B Ul A.& S19q8), 35E3|3Y-POPURX] IPHOIUDOIPAY
Gojdosdng (0 351 3y} BunaPISu0d 3Ky DISIY 3PIING pue Bujuasiom
(2D ‘SONINHYM PUR SNINYVA XO8 395} pausiqeise uaaq 1o
aneq uonzinded JuiRipad Jys ul STBUANIIYR pue Ayajeg tesr auleIped
“Jayjow ay) o) 6nip ayy
J0 3ouepoBu 3] 140032 oju) Buie) ‘BnIp 2y} NUIIN0ISIP O} 10 Guysinu
SNUYUGISIP O] JAYJ3U/A BpR 8Q PIROUS UDISIIEP € *(7x) sieiQeL esedRy
-papuaixy apUOIYIOIPAY uoidoIsng wos sl BUISIAU Uy SUCIZ)
3S1aADE SIOU2S 10] [BNUDIOA 244} J0 ISNE22G "Y1 ULUINY U P3I13S 318
saoge )} pue uoidosdng "sBnip sayle fuewr ax(] 1IsyIol Bujsiny
“uOUYUN $| SUBLIRY U A13AA PUE 00T} B (1X) SI9)qEL 35e3RY
-papuaixg apLOjR0PAY voidosdng Jo 193 By :Atanyieq pue Joge]
*SNigy 3y} o}
uzj0d ays Sayysal prauay [epualad s i Auo #AoueuBasd Bug

-inp pasn 9g p|nays (1X) S12qeL 9seajoy-papualx3 3PULUICIPAH

Lz R Yl o
UM PINASGO A ‘SUOHETYULI0D DOTWON] IO HBEYLOWIY YDA
PaIYa0SSe A|JUanbaljul "HN| 10/0UB Ld PRIAYY ‘Ul uadojfooquioiyl pue

J0 saposida ainde 1ey) pearle Aquisuall si i awlea))

00F 1 WUBUIEA) J0 SYAAM [RIADS SR PAICU S| 2]

i “eIua0oNne| "RIWIALE I
PINISQ0 OSJY “SISOWAYIIR Sem luanbasjup neydwA] pue JiuoH
*GUOWI0Y JRJMIPHUE ateudosddent [0 TP

<Uif3 0U Wy W Sluded 20) PRIAPISUOY 30 AR “A50P A|BUIS € S8 U3 i}
“Aep/Bu Qgp 10 Wwnwew ay| 0} aBesap u asealau; Uy “fabuog 30 juaw
-1EaJ1 {0 S99 | PIUN 2WBPIAG 3Q ou Auut (1) SiajqE) askajay-papualxy
apuoya0ipA voidosdng Jo 1) JURSSadaPIUE (In) By 'Sues
-sasdapyue 13ulo guia sy Aep/Bur gDg 3sagy 2Besoq eyi Guisea)up
"$350p 915530INS 43BN SINDY b 1SER] 1 40 (BRI UT 3] PINOYS
31ay] ‘BuISOP |0 b AEp SE ALEI SE 3peur 3G Aew /e e SE udn
*as0p Jabie) Aep/Bu-UE ay) 01 35eAI9UI U "PaIRIaI0) ARIENLIDE Si 850D
Jeittut Ow-0G1 2y j1 ‘Buiwow ay; ui asop Aiep aiBuis e se vanB Aepui
051 e w03y piacys {1x} sIjgvL Iseajay-papualxy 2pN0J4I0:PAH
ugidosdng yiis Swisoq Guwow ay ur fyep ajud uanb “hepyiw
008 §1 (X} S191qe] 85eaaY-PapUaI3 EPLOIYIBIPAR uaidosdng 10} 350D
1861) ynpe [ensn ayy Jusuneal [euiy (1apiasig snissasdaq Jole
*$|eaw 0} predas Inujirh UINE] 3g Aew

{7%) $101qe) 95ea0Y-papudIX] 3MO{Ya0IRY L0I0DIANG "PaMaY Jo ‘pa
~pIN ‘PAUSNID 10U DU 3104 MAKOIEAS 0 PINOYS (1] Sia[qeL 3sLapRY
-papualxy FPLOIINIPAY DIGoIONg ‘pacdels 3G NoUs UoNeNRIs3
350p *augAIadnS S1D3J piemojun ‘GUISSAUSIP |} ‘S3S0P auNIpaq Buipioae
g perwulut 3q 05| A2 BiUWOSu) "JUAWIERI] JO Nadrs 1S4 2y puoiag
palbe) fau s Ajensn anoudAy aniepas y “oudAY enlEpas Bune-Buo)
01 S1EIpaLIBIU; UE JC UDREASIIWPE WIAl-LOYS 81 J0 3SOP §O LORONpa:
Asesodway Aq pabeuew aq Aeus $133))3 Sau) “AIEssaTaL 1) “PIAWRIL
3g 0} 226 "awieall jo s4ep 1 2y) Buuap Ugas A0 "EUIOSUE pue
*s59usSalisa) 0jow "uoepde )1 Juetodwn ose ) aBesop W oejedsy
[ErpEIY a5} 212135 JO Sy A1 2RI 0) K@y Iseur
J3unEw € ul {1X) SI3GeL 3SEaley-papt umidoudng 231
“siuwpe o} wexodw! Apejnansed 51 1 [Suapesapisue) fusag [e18vag
ONY 39¥500

-uds pue 2137A PIAASTO O8I - pug
0
yaewols pue “sujessdued ‘abewep 1| ‘woiei0)ad [eulSaL ‘SR
~day ‘aBeynoway wab ‘abegaoway eunsajuonsel ‘sulieydoss 'siyod
a)ar Paniasgn osly anbuol j0 BWaP3 Ser ALy IS PUT 'SINEWOIS
“S120[11 YINOW ‘adpune] ‘UOyBN[ES Paseaauy siissolb 'Sy wifiud xnpds
211568 "WSIXAIY “UOIOUR; 13N( [RWIOUGE 23/ Juanbanu| :eayisabig
“wsijoqua Areuow(nd pue
*$111G3140 “VOAIBjul [EIPAEIOA (SNOJ LAYITY 90 '313435 S3SCI AWAS
) °53]0}SASRALXD "$90]q Je[RApIuaNDIRe 3R(d
~W0D 21324 POAIISD Csfy “a03uRS Sens ALy "oy pue BpIE
-Ayae; “ayo:1s “uoisualodAy (einisad asa uanbaiu| JEMIseAIpIE]
“(SNDILNYId 338) ss2u
{31 WA 2qWasa) Aew SWOLAS Bsay] “AlIA isussadfy palrep 10
anliSBOBNS SWONWAS JAYL0 PUB YSE2 Itk JeAS) pU¥ “p0jeAus "ei0jRIgLY
223 PIAIBSGO OS]y “OSIEIEW SBAA Biey “KalSuasojoyd pue “uied 1sayd
[ei92450jn25M “BWapa [eioe} "

2 3198 Wanbayy| :{jesauag) Auog
“umouyun st (7x) $I9198), aSE|OY-papuax] apueaCIPAY uoideidng
A GIIBI0SSE 30 AR SIUAAZ GSAYL YA OF JUZXD By) "PApNIou)

a1e u0ido;dng Sea[a-pauIRISNS S0} PRSI ASNaIAAI J0U SIU3A3 3SIANDE

uapedisuc)
easney
yinow &g
amsabin
%8 saysel} jO§
%b aueibiy
4

)14
%}
%e
%8 uged {uiuopay
%9 uonaA)u|
€ ayaepeay
(jp1auan) Spog
ee=u)| (hig=4) 9 =1 a3 BSADY.
ogaselg | fepddw o0y fepsbw 008 washg fpog

LS HIYINGTIIM | p5S NHLABTIIA

asoy) AuQ uodosdng yiia 3owouadxa 10 S|Ew] (e
-U112 Ug 3RO PApIAR 10U 1€ S3IIUINDAI LIYA S0 SUBAS 3S13ADY
*saned 000's74
ey 559 U Buignade asoy) aie sjudkd alts Apus "Swaned 000'k/L
0} 003/1 Ul DuILINDIO 3SOY) )T Sjuara asisape Juanbaljul S\ jed
00L/4 1513 Je 1) BUNIA3I0 350U] SE PAUNED AIE S{UA3 BSIBAPE uznbayy
“fouanbas} Ja sueimuyap Buolio au o) Gupicade Aauanbasy bussearzap
j6 Jap:m U) parsy pUE Welshs Anoq Ag pazobeled sauung ale SiuaA3
“BuaQ 3y} 40 SUOII3S SHOLLNYIIYd UL SONINYVA 24 u

“(4QQ) TN §50Q SULIHSAtd
QU1 Up PaIS) 2T 191627 [0:136) VoSIod PAELIAD Jg] SIAGLNY auoydaja)
“3S0PIA0 AUE O JUDWIEAI AUL YO UOJUNLOJUI [EUOUDRT JOJ 32
[0u03 10106 € BUNITIU0D J3PISUDD BNOYS UEIISAYY B] “TUBWINDAUL

brup ajdnpur 10 Ajissod ayy Japisuod ‘afiesopiand Bugeuew uj
“yrudoidde S¢'SANSEAl 3LOLANS JAYI0 ALL UOYEHSE
~Unuipe udoZeIR02UG SNOUBAEIIUI i PAICAI] 3 S3IM23S 1y} PP

w0321 §) |1 "SJEULIE U1 SHANIS U0 aSkq PAIANISLOD 2q pINOYS 3sOp
130 pojaadsns Buinojay uonezEIgsoL "(1X) SIajqe] aseajad-papuaixy
BPUOJYO0IPAY ¢0I00IANG Uit SDIN2BS JD YSY Palef2)-asop Ayl 0) ang
“uraouy a1e Uoidosdng Joj
sajopnue yoads o '$asapIeAd upjdesdig Jo Wwawabeuew ayl vl LOIS
-njsue)} 3GLEYILE 10 "UOISN}1ad0WRY "SISAEP "SISaINIP PEIIC} §O asN AUl
A 92UILRGED OU St BI2U} "BARASUNLPR 39 PINOUS (03I PACAIDY
“Sluaied MEWOIdWAS V1 )0 Lolsabuj 131j2 uoos pauLosRd
11 palEaipu aq Aewr ‘papady i uonaniond Ateue ajeudoidde yia agn1
2u1sei0s0 3)100-abae] v gpra BhRAT) 2LISED PRNUALILOTA 10U S) SISA
10 U0)INAU| "PABUBLNLIDIRS OSJE BIE SNSEAN INEWO LS pue anirod
~dns [43u39 “uoysaiiur-jsad SOY Sr 1Sl U} 40) PAPLEUILIODE OS[E S!
Butsoliuous 933 ‘SUBIS [eA PUE LWYIAU JEIPILD L0} UONE|IUSA pue
“yorjeuadiAx6 Aesule ajenbape Le Asu3 Juawabeuely abesopiarg
“siuaed
359U} Ul POLIOAR) 31324 1LAP O] 0N 130T JLPILD PUE UML) IXPILD
"RpILIADEIG SAIIZIAS PAI0NLOIUN 2dninly “BrLp ay) 10 SASOP abaey Gur
sabur sjuaned w1 PaluDda: U2ag 3y AUO|L UCI00:dNQ 0 SISONIAAE LIk
fafeIIsse SyILap “ak[ENDas INOYIs Paia0das siuaied 1sow uBnoylly
“sasopiare Gnsp (oW jo Jed sers uaidoidng
veum Auiew pa)0dar uaaq arey amjey Alolndsal Que ewod “iod
IS "SI0y "SISHoALOpGey) SIPIG IS Jard3 “SEIIGAyLe
10 SIRUEQIMISIP VONINPULD ST YDAS SAbUEYD 993 b “cresAel
SIS "$SAUSNOIASUDD JO $S0] "SUONCUIANIIeY PIpNIAUL uopE Lordasdn] |0

Daquasap alk 3aVElieHwI [dulfa JOlew J0 SIUBA3 SIUBNEd 2 UEY| Jaria Ul
PR320 PUE SNO1BS 10V 373N 184) SIUBA3 250U} Pue ‘RSP 3t JO asn aut
)t PII0SSL AIQEUDSERI 10U SIUAR ASOY] "AANEWIOUIIN A 0} S2 0S 3
10ads fjarissaaxa 10 T3l 4{:aA0 saujja 252 1E) SLLID) LHYLSOD Japun
PRWASGRS SIU2KD 3SAC BSOIll “SUONIAS PaIE(aI-AiBies JA4I0 Ul DalS!
$ju3A% 35041 'g YBNOIN Z Saley, Ui Paist) 3Saiy) 1da0xB PAPALIL e Sluasa
as)aApe walirawa-uaunean) |y {001° = u} umdoxdng Jo LaNeIAWID|
aSEaR-BIITISNS 3u) Yee ADNIS 30URYIAANS [3021-U3Z0 UE Ul JUAW|E)
10 udnEnuIuISY GunINba) uasa 3s1BARC e ‘paousuada o sudned 1o
“(£10°8 # ¥} uonessas Buows Jo (486 = u) voIssaidap Jo; SAPNIS Paj(on
-UB2-0G372}d Ul UOISEII0 BUD JSE JE L0 VAR 3SIDAPE Juabiawa-aw
e © paavauadxa oy Sieed o v0IL060:d sl 1uaseide: Saausnb
-33j oy "01d0idiG 0 UBKL|NLJO) SSEA[21-PAVICISIIS QUL U4 Syeu) [EAYUKD
Ul Po1iNaI0 10[aq PIDIACIS 3tk SojouaNbial YINi IO} SILGAD 3SiaADY
*uotdo1dng Jo UOlIYMWID) 3Sea[al-ajIpsiuw)
U i1 22UGLIAGKA [2IWIID BUNaYIEWISDO Pub S[RU} JUIIUD Ut SE [)arh Se
*$JEY0WS Passaidapuou b} pue sjuaned passesdap L) VoIBRIENG jo Lo
~E[NWI0) 3SA(AI-PALIEISHS QU YA DJLBNUXD Gunaysewisod pue sjent
{£3UD u aLI0da) UaRq arcy Sikigad Guisojlo) 3] “3A00E PIIU SWarD
951502 Y1 0} UOppe ) Suojdosdng Jo sauapadxy Bupaxewisogd
pue wawdajaaag [eaju)ly dyy Gupng pamasgQ SeA3 Jeylo
“Ayuanbaly Axeuin puk “shiu “Guneans ‘s
16wk ieyd ‘uoend(ed “easney wRAL EUWOSu! YINoW Aap ‘ssauizap
hiaprue ‘odBe ‘Ued [RUIODQY ‘WS NIHLABTIIM Jo AED/OW 6
“Jowal) pue "stiwug “But
~Leans "yse) ‘Yindw Ap “eixalouy (gHS NIHINETIIM 10 Aep/bw pog
“sdnos asop Aep/Gu-00t
pue -00E 3y 50} MOAY PaSI| 21e 1L 0qa02ld DUL BAM) ISCT] JB A1l B e
pue uGid0Idng |0 VOCIRAD; BSTA[3I-PAUEISNS BN} UleA PRAICA!] SWINLS
10 9,6 1SE3] 3¢ U BULIAGOO G 2[qC] WOI) S1Uaka aSIZADY SIEJAL JEI/NG
Bali0AN0] U SIUBAT 8SIBAPY PaARSGQ AjuOwOD jo BIUEPIIL]

13pi0s|Q eajssaideq J0fel 10} LS|eNL POjIoILa]
-00838)4 U} S|UBA3 asieApy |uablew3-uswizall S ojqel
“Su0j23s SNOLLNYIZH PU2 SININGYM 343 Ui papinaid 51 uoid
~u1dng 0 35T aY) YA PRIBIDOSSE $30aA3 OSIAAPE SMOW3S BY) U aafaads
-sad Jaljaq Y “stuand eyl 10 3oueledwl e i
19a(ja) 10U S0P VOUEINGEL 3L ey aziseyduwa o) JueLodw
“SUOIIAL0D 0 125 JuRIZJj) B JAPUR PAIINQUOD §1 Sfent Brup 0 dnosb yoea
st 51nposd Brp pajejas Guraoaur S3IpM)S (edWD Jayio Woyj Pauigige
3500} e pRILOLW03 3q 10UUES OS[E SAINGY) AIBPIILL 3SEUY, “SIEV} |83
32U} U1 paienaid Jes 350u) Woi} o SI0I0B} AUl PUE SASLIBAIL
-z uaned asaym 23aead |31pO {BASA |0 ISINOD B} U SWAA2 IR
-0jun 0 3duapiau) 8y} Ajasiaaid yipasd 0) Pasn aq JouUEd paN3 salnby
ay] "2ja "spuaiwbpn] uerishyd “Buas anbY33) UORI3AD 350D bnup
i pa3uenjUl 2Je SALRWIST "UIEIGR o} Natp A1k Bnp Fur 1o ash dy)
lita PBIEIIOSSE SIUAA 3SIZAPR U 30UBPIOU] AU} O SABWNSE BLINIIY
Areucnaig
Paseq-LHyYISOD b Oust panisses s Siana asienpe panuday
“papnjaul 2 dnost 0Qauejd Byl Ut Uky) [Uenbial| BIOW BieA PUB JIVL JO
2,1 10 92uaPIauy Uk 1 dnoi6 Aep/Gw-00r J0 -0OE BY 18YNS LI paindde
1eq1 $IU8A3 'SIEMI PA|JOAU0D U 0Qao¥ld Y pUE uoidozdng jo woiInW
-J0] 9SeAIII-PIVIEISNS Y Jo Aep;BW OOV ms., 0O0F U pajcan saned

yaaq Jou ARy ApRIS Sy JO Sj0Sa:
ay) 0)sawpy yS)y) By} 40 2pisino uo:dosdng JO IASAWHY JSI
2y} Uy SJuUeSSAICAPIUE JAYI0 18 0] 3:ns0dxa 0] paredwod 2uns00x3

300 “6+3) U UIeLad BupnIul 3WAZU30S! 902ZdAD A0 pazi
~0qe1aw 3:e Jey] SBRIp Y1 u0idosdng §o UOREASIILLPE-03 "dI0jAIULL
“pagpnls djjew
-10) U230 10U SBY GO2AD £Q PAZI0GEIAL SBNIP 13410 UM U doadng jo
350 JuBNW02U09 "U0IG0IANG O 3S0P 5] au} Jo)je SKED £ 1S3 1€ 40) U3
-sa:d $EM 19332 3y *Ajaradsa 'Pl0}-Z pue -5 g Apprewxozdde jo dbe
-Jae ue Aq auiweidisap ;0 2 pue ‘any ) au) pasearsul aupweidisap
B g Jo 0s0p aj6uis e AQ Pasoljo} Ajep 3y Bu oSt se uamb uoid
-010ng 40 $950P PP "3WAZUIOS| 92 AT AU} |0 SIAZYOREIRW BRSUAXE
21 Oyra (SIEAR GE 0} 61 SaBe) s)2alqns ajew g1 Jo Apnis & u 0l
U1 awAZUans! gOZ4A] J0 SIAUI ase uoidosdngdxolphy puk uoidosdng
-3wAZuaos| S} A9 Pazyoqeiaw |ou st yoidosdng ybnotily -awAzuaos
90zdAD 24l Aq pazjoqelaw 312 sanoydAstiue pue °s: nuyfylienue
*519%00{q-212q '(s92A0u] AW ‘S|YSS) SiuesseIdapIue 150w Guipniau
*sBnsp AVRKY (00ZAD) 90II05Hd BWOIIDIAY Ag paziagelep sOnig
*SOMIP PAIBISIUILPRAD 0 S[R3 POCI] {0 SUDE
-1y 1uenodw) §[eoluo o) 12uai0d Ayt 3q AR 313u) “SS3RULIAIY
“WSHOGEIAW UKD SI) J0 VONIAPUY O FLOPIAD OU Sers oyl "SAep pi
10§ S133]UNjOA 3feu YIIEAY § 0} Aiep saw € Ow 00} ‘ugidoidng 50 ol
-ejSuywpe 21W0NyY CUINOI[0] “APMS B0 U] "SUEWNY Ul sawhzua Buzgo
~qejew-Nilig 10 39nAu] uE 3G Sew ueidoadng 1ey) PILEPUI BIEP |eLLy
*$109)
-unjoa Aqiieay 2|, Ut auiBjowe| 0 SIjauX0ILRYT 350D a|bins ayy uo
ey uedulls ARansyes ou pey uoidoadng Jo $asop |eie Jomnn
“(uioyAuayd ‘{eygseqouayd -aydazeuleqees “B-a) ueidadng Jo WSiHo
-ge1aw ay) 30npuy Aew sBIP LIeLBD “pAIpMS Kyeanews|shs 10y M

S2E€E 14 "9SHUAS *9T) HUENY YOS SineIdy :AQ palaguisig
)
21580 Aessor #aN “AINqueIg ‘uc)TI0diod SgA QPN

“LOlIRASIUILEY

a0 oue pod 'S 9 50 Panoudde udaG Sey IPING DIIEIPO SIUL

Hup xy

“2u] 'SOIES (PIRNGACWICY

IO/ IAHYIN UINYIISORIIGITYREV] PUE YAAZ

S HISLNBTIIM GNIHLASTYA AURdWO) LAQIEY S3US8A, UOKYN

Sramagjnuew 3A103052) J1au 0 SyIewape) paraisiBa) aie Dupnoloj 4L

“(4N) P18 J0jyI0IAY pUE ‘I0iem Bay

0 “auopiA0d ‘2j2las (AI0€] WAIROS ‘BIEU0GIENQ WIS ‘ENS SNOPAYE

(EpIO(109 *AIRAD 419U “2PIXOIP ntuT) sAOU0D i IjAEYIAL TEI

13y} 100019w "[By0AE (Furafjod *(yN) Ereseals wisauBew {4N) 3pixolp 10

15 FEPIOI00 “(3K) SN 1AdIdAXG 1A "aUOPIA0U0D SWAPAIE) RICU|

*3pusojya0apAy uidosdng uaipaibul amy

Hx) segel

aseajoy-papus|x3 opHojaTIpAy ua(dasdag u syuappaifuy au) 318 RUM

“pES-2Er

008-4 3311110} (22 10 SIVSIATIIE AN HSHA UEI 10K 10 SIeUCISS2)0sd YlIeay

307 U3 S1 Teul (1) SIZ|qe a5esjay-papualxa ap0jud0ipfy voidasdng

N0ge UBIELSaNN J0f 1siaBuIILyd 1T 10139D 1604 YSE UED NUA SC120D ok

A ¥[ES “UORRWAOJuE 310w 103 {1X) S191q2), 8SRaAY-HoAUAIXI APUOIICIDAH

40I00Idg NOQR LOHEWIO|UI IUEHOTW SISEUALAS 3PING USHEDPIY SML
wapd
10 ydeas 2y) §0 10 {1x} $12(98) aseajay-papupxy 3puojy0spAY udrdosdng
‘Goay W3yl wiky £ow 1) ‘IAU NA SUCICWSS QWS 3K 338y Ao )} UP1D
“a1doad 33410 03 (7X) SIZIQE] 35Eajay-PapudIX] BPUOYR0IPAY uoldoidng
2w 10U 0Q "Pa0ISY J0U ST 1 L3R 0] UDRIPUOI € 20] (%) s1eL
5E2]ay-PaPUIX DRUOJYIOIDAY uOIB0XNg ST JOU 0Q "IPIRY UDIEIVI &

) BaI5I 950y} UTY! 134[0 $950UAnd 10 PITHISAIY SILUNEOS 312 SAUIPAY »

“(1x} oL

25e0121-ARUEIS3 SPLTIY201AH LOJdoidnig [nogE uollewioju) [2Iausg

1000 B arpy ABw {1X} S13(Ge] 3SEE|9Y-HOPUALKI SPUOI0IPAK LodDidng «
ait0q pasays ATy S ul (1) SI2Igey, 95ea(3y-papuang

3 pue
Ayoaiyl j0 sanaow PAvIGWed Ayl Jo “Aaniaadses T pue oy
U3 U} SSBAITU] %:Z€ PUB gL 131 AL JGAIROH "PAIHEUN SUAM
yoidardng/xopAy pue vardesdng jo saar 0DeLLIBYO 8Ly} "auipIaW!d JO
B G0 WNOYIIA PUE L3I UDI001ANG JO VOHE(NWLLIO} 35832.-DIVIESNS 34
10 S12(qE} B1W-Q) 08 JO UDNEHSIILDE (250 BUIAO(I0 “SI2UNJOA Ajew
Bunak AYjEay bz Ui PaIpNIS 2.8M SLIOGRIAIU SAIIDE SI pue uoidoidng
10 SoauIyeoRuLIRYd Gy] U0 BUIPUIUND JO LONEASIIIWDE JEEIL03 O
5123)J2 81| "S3WAZUA0S! OGpd AWOIIOIAI By} £q paonposd aq 0] Jeadde
j0u saop woIdosdng |0 20QEIBW uoiosdngepAyoasy) du) Buipuy
Sy} 21enjena of Pauwiojad vad Aty SAPNS [N BN “uoioring j0
uofiEiAx0IDAY U] JAIUI ZUAIARIS PUT JIABUOY JIABUIIIU S [[3/A SE Ul
-WEXOA)) PUB ‘SUKAXANYI0U "dUYEIU3S “IURaXDIEd jey| 1SaBBNS saipms
o U “Gonppe up pue ‘ecajoig)

6'3) swAzuaos) 9g2dAD 3} JO SIONQQUI IO SARISTNS Ale
1oy} sBrap pue (1X) 5I3(qe] 3SEadY-Populx] 3P| 10]yd01pAY void0Iong
U30A1Bq UOIIEIaY) Bizp € J0j SISIX? [eiuajod ay| ‘I0jasa8L *3uAZuaost
982dA0 2y Aq uoido:dngAxaipAy o] panjogelaw uewnd i uodosdng
[eq} 2e2Put SAIPMS QIA U] "AUAILIE (D013 SI1 J3ale few snip reyie
|C UCHEXSIUNLRGS BY} FAT|0GEIW APASURIXE voidesdng asnedeq

*s0nIp 12430 J0 WSAQEIALW Iy) U0 uow
0101 §0 GOEASUIIPE WENWOIU0D 0 122)43 AUl “Alaaevaaye 1o sbnip
IR0 Y Buiai[0) uaidosdng j0 wsij0

vordasdng saysaws) 152 Buwo)(o) It 1]
JE[ROSTAOIPIRT 10 *[[BJ2A0 SUCNEWID)[2w {BI(USEUOI 10] §S)1 J3jLRI0
OU PaOYS ABNIS Ay “1alsaw) 1531} agl v voidosdng a1 pasodxa
siah woym J0 g1z ‘Aoupubaid Bupnp sinsodxa juessaldap
que Gl SIUBJUI 002 PIPAIIUY APRIS SIUY JAISAWUI iSIY 81 JO
apisino voydosdng pue 1BISBWLI] 151 BYi U1 sluessaidapiiue Jayjo
0] 24050d%3 BUIMQJI0f SUDIEWICHEW 253U} JO Y12 DY) 0) PARALII
Jarsaunsy 150y ay) uy vodoxdag of mnsodxa Guimoyo) “Aggeanioads
0 it pue "JjR1IAG SUD) LtE
03 J0 45U 8y} PessasSE Ap)s aseqelep ased-padeue “amizads
~0)j3) Siy) "udwoza TueuBaid ur PajaNpL0d uadg SBY fpms suQ
“Juawdojenap BULASHO Lo 1530 35:3Ape aiedde
ou s A13y) "uONEIAC) pue dueubaid 1Noubnoiy pue Buew o; soud
{siseq guw/Bul @ 40 QHYIN ay) saun [ fayeunxoidde) Sep/Sydw gog
0} €N JO $8S0p JLA0 J© LOIGOIGNG PAIISIURIIPE AUSeh SIBI UBUMY
“jateasd pue Byt QG 12 udas 21am SIyBiam {213} Pasea:Iaq
“jajeaib pue (s|seq ;w8 UD QRN 2yl of [enba SpRlew: oidde
fep/l/bus Z) paisa) S0P 1S9410| BU] JE PIAIISQO 21ar SUO[IENEA
[EI2[8S PUB SUSHULIOJRW [RI) J0 SIIUapIoul pasediou ANEYS *Siq
-GR1 U 13A3MOY ‘$31930S J3YNa U] pun0y sea Alailoe
2 jeap) o "sisaveflouedio o pouad auy Bupnp ‘(siseq 20w e uo
‘Aary99dsa) '(QHYI] 950P UPLINY PIPUAIIOIR) WINWIXEW 3u] SaL}
£ pue |} Apjewixaidde) Aannagdsas ‘AepByul 051 pue oSt 0 dn
Sa50P 18 A|RI0 PasASiwpE Sern uoidoadng SuQQes Jue Sie ut pajonp
~403 SAIPMIS U} *) Aobaie]) kaveubaig :sj98j3 orabijessy aueularg
“Rujay panredw jo aduap
a 6u pajeanal AeprBy;biu ggg ol dn Sasop e Sles ol Apmis Allie) ¥
*S3IpnIS dauaBoIR)
1401121 3UCQ 12) OA U1 € JO | UL SUONEIS3GE JELIOSOLIDIYD U] 3Seaiaul
e puE 1) Andiualelnw [eiraloeq SaWY ayi Ul SUIens G jo 2 ul (aei
vonenw (011603 Sau € 0] Z) asuodsa) sansed € paanpeld voidoidng
“fpms Jayna ul
aas Sera SUEBI0 JBYI0 BUE JaAY 241 JO SIOW| JUEUBI[eW VI BSERII) 0U
pug AP aSN0L 3L UF 9325 10U 13k SUOIS3] J3AY JEJALIS “PAASAILN
Apuaxna s Jan ayl o swse|doau Jo 5:05n381d aq Avw svoisa) yons
101 10 J9U)aus {0 UOKSANG 3y) "I 10U idr SISOP 1OMD] (SISEq
/Bt 2 U0 QHYW 3yl Sai £ 03 2 Agawuxosdde) fep/hyfw 008
G4 001 10 S350 1 JaAI{ U JO SUOIS3) aNIEIB}04d JRIIPOY U} 35CAIOUL
e SBra D13 APIIS 123 dud v 'SISEq puybuw € uo Fjanydsdsal "(gHYW)
250p uBWNY PIRUAWWIOIY WNLIKEW Y| Sdwn g PUB § Flarew)
-xo1dde aie sasop asay) “Ajaanaadsal kep/by/bw g1 pue ooe o1 dn
$2S0p JB 901U PUE S|EJ U) pauLroyad 1M Saipnis AlalabouIEY
sumal Mg o juswaedw) ‘sisavabeiny 'sisevebouisiey
*(SNOLYDIGNIVEINGT
495 051¢) PApIOAL 10 PeZIwIUIW 8] PIROYS (1X) SI2|qe) ases|3y-pepusia

6udwe Pa1NI30 JENI SIUAND SINPE ) SALIAWLI
G 2[QEL oS NILINGTIIM 10 GNILINATIIM UIM REIEeY Siuaned
Gudtly 210W 10 951 J0 82UBQI3UY UE |B BUILNGIY SNUFA3 BSINDY
*seoueqNISIP ¢adls pue 'saInzIas
*Burywon #pAu) “voidoidng {0 UONR|MWIO| ASER[AI-PAVIEISHS Al
10 AOGE P3ISI] 350Y] ©F UONPPC L) "UOIRNUNUODSHD Ul BunlAsds Sluar]
“|Uasa 3513APE UR D} AND PANUUOISKD SIAAWA(OR PUE SWAED [0 w401
“uoidodng {0 LOLRIRLLID) BSEaI-OIPALII B Witk SR (AR U]

1 uaidoidng s Jualuean Gupnp jogodle jo Londwns
-U09 2y “vordosdng s Jawizast Sl (DYOSIC CUIKLLD S5aM OYr
spayied ) 8IUBS{0} (04O PAINPA) 10 SANE IRIYIASTOINIU ASIBARC
10 SU0da1 2161 URAG AR AIBLY *33UaNTIXD Bunax unsod ug joyeany
RULTE]
d 83 [uraishs BuOIN
“paA0jdwa aq pInDYS $3seAIIU} 3SOP
[enpest pue BisOp [Bis 4107 "(SININGYA 35) LONNED BLIBINGE Glith

%0 #0Q aueibiyy Ajuo uaxEHopUN a0 DIROYS PIOYSAIL 2INZ3S JB0) Jey) {310 “SPIEGIS
L] % udienby WSS 1y 6'2)
HED %80 asneN siabe pug (1) Siajqe| asea(oy-papusixy apUOIYDIRAH uoidDidng
%00 W2 usey 10 CORBSIUIUPE AIFIBHO) PIOHSRIYY %;Em 1BM07 1By} &m_s
= " "$353)2U] 3S0P [ENPEID BUE S3SOP [El WS buisn
mmmg_“. >Mwm”s M__o.n il et aSiEY uoes U ayezpun 3, __.E_m 03132003 JLIEILELLE 10 ﬁcua»&_
JaLi8 BuIAa08) SIUaed of (1) SI9IQEL BSLAIPY-PaDUBIXY AP|IOIO0IDAH
45 HIBL0ATIAM 48 NIBLOETIIM upidoidng Jo “auipnueWe JO edOPOA JBUNE YiM Auas

18p105)0 M ssaidag Jofeyy Jof s(e|rL pajleI0)-0qaeld
] S|U9A7 AsIaAPY O) BNQ SUOYRNU(JUOISIQ JWEWIeSL "y 3IQCL

-nabo3 uoldosdnq LINRIE) SIURNEd U1 S0URNITXY BSIFADE 10 A
-13u) 23y 6l € 15306NS BIEP (3NN DAl ‘BUppejuB LY pue edopoas

~gejal ay) uo PAIAAYDI UIAY ABY 1P JLAISAS M3 SUDNIBIRN] fintg
“papuUWIOTAI S|S3] AICIZIONE] IS OV 1 213U} ISISBL Aojeaogqe
*S13(4} Y143 30 "R "H3YD 10U 0Q “PAIAY[E
{ou §) ajes asealar ay) e 05 ajows (X} SIaQey 9SE3AY-papudlq
apuopyoospAH uoidoidng moems 0] pasmpe 8q PINOYS sjuaned
“Adesay) Guunp weubad awodag o1 puzu) 10 leeudaid
QW33 A3y} 1 SuBISAYd BYL Aou 0} DASiAPR g PIAOYS Siuaned
"Ws|(0qEiauI $33110 4Ies 133j5e Aeur SBNIP 13410 pue xi
SIaIqEY 3seojay-pagualxy pUOJYOCIPAH ualdoIdng ISDEISY PIIUCLEL
| uRIUAY “$BILP JAIUNDD-3YI-IBAC JO LTI fue ayey 0) uEld SO
Bupye) ase kay) J1 sUersAyd 3yl wiOJU) B] PSIAE 3 PINOYS SuaNed
“DapIonE J0 PRZIIUIL
6Q PIIOYS [O40I(E (O UONGWNSUOD GU 1oy} ISIADE 6L gInoys Sludiied
*(1X) S19/GBL, 35€}0Y-PAPUINK SPUOYA0IPAH LDI005ANG Llies WBwiEil
BupInp 23ULS3]0) (QYOI(E 187A0] PANOUR) AAEY sjuaed 3wos “ploysaig
2unzi9s agy 421|C Acu {sauidazeipozuaq uipn|aus) SBMIEPIS S0 [OUOO[E JO
OHENUUE3S)) 1NIGE 0 35N ANSSIIXD 3} TEYL PIOI 3G PINOYS SikAned
“Aauiydew snopuezey| ‘x3)dwo3 Duyeiade
10 apgoweye ue Duaup woyy wisas pious Aay “gguwsopad naul
1998 £95)3APe 1ou 00 (1X) SISIGEL 8SEA|AY-PIRUaIX] Apuojyd0IRAY
vodoidng |BY) uenad Aqeuosear ase Jaul (U Auanbasuc)
*sjis aanwBod pue 00w s0 JuawBpnl Bupnnbas sysel unapad
a1 Ajige Jiay) areduw( Aew (1) SISiGeL

1001078 €82y WA 13011 §0 N0 BI0IS “BiREsBd
_12) w00 ¢ (1K) Si9jRE) 3SeaRy-PIPUaL] IRUCIDVIDAH uDIATIENG OIS «
4{7X) S15]8), 3SE3|3Y-papusIK] IpHOJI30IpAY vojdoidng 410l | pIAOYS MoK
“|syguIeyd 0 10190p 00K ¥€ 181 aLdwI0d ¢ 104 *{1X) SiqRy BsedEy
~apuaixXg SRONIOIPAH uOId0IENG O SIIT3 3PS 3} (E 10U AJE ASaut]
N0k 134109 ey} S8 3prs AUE 11102 Kex 1yBy 101300 4n0A 181
“awyaq 0} 9501 001 GUIIPAL NOK EL 10U OO
“BuidoB]s OGN 912y NOA J| 'FOO) yleA DUIIIpa 10K G} "easneu ary nokj|
a0 3J0u BUIRULN PUR ‘TP0Y) 9/05 TeaTEdY 1S “easneu "Ujed S{asnus
“Buidagls gHOL] “SSaUIZZIP “ARIKUE "UONELTE 'WIPd URWOIS 'SSAUBYRYS 'St
a4 uy Buffun “GuyLEass "yses ujys ‘yinows Aup “ayadde Jo sso 'Ssof Wlien
9pnjaL 18PIOSIP GASSBIAED S0IE 0 SAAPNIS us 9914008) SIB}IP BIS LOWWOY
101209 NG 29 “N0A 0} S4R0dEY Siyp 1f 'PaSTUOI Buaa) 10 {00 isucOE
‘93¢ 30020 ey} Burgaay) eousacd *(as6u| lou aJe Ley) SBulyL Buurey Jo Gur
-305) SUONPUISH]IRY (3ST3 PUOAWOS 312 N0/ IAMIAL) SUOISATAP BupR; {1
SIaI0¢], 952895-HAPUFING SPUOIRAK vordoidng B apurs SIOIAAIEY
10 SIRBNOY] [ENSTIUN 2AY SIULed 3u0g *S10jaeyay 10 sTyBnoy) jensnuf] «
"uayae21 3(6s3)[e SROUBS € 10 Suflis 3Q PiN0d Isaug “BulyIeg
210 2ney 10 *ujed (2D "3nBuo) 50 SO ay) |0 Dl 'SaA3 3y) punct
40 400w 3Y1 Ur S2505 yered *spue(d yw] uaOs 1ansy "3y ‘Buy
yset £ 12D 604 ) Aese 1By 90300 10A 1122 Qe (1) SI9[Re. ISEAI0Y
-papuDix3 ap0jyatipAN ueidosdng Buyyel o “suonaeal JE1g)|e 216AGS »
“Bupows dojs ek dj3g o
{yaied UG B “S0WEs? 105) ATEI9L) LUBLUGDTCR) BUIIODD ISP OS[E RO
paseaidu; 8q Acw 3155316 00(q ybig (0 23ueyd Gy} “(1X) SI9IQe asealey
~papUaI3 BPUONI0IBHH UDILDsUNG DupiE) 2pigs: ‘D3RGS SIUNILOS “QNS
51t pao 4By 190 Swianed awas *(ssard FOoiY YBIY) uofsuasdAy «
5u12335 & anty nof )| UREE 11K} S13IGeL ISEAIL-PIRUTXY INIONIOIPAH
yoidoadag axel 1o 00 *AeMe jyBra J0120p 10k f{e3 pue $13]98)
ay) Bupye; dojs *(1x) $49IGEL aSER|PY-PINUEIA] 8plIofya0ipAy uoidoudng
Bupye) sjpyh 01nzas € aaey ok j| {1} SR ISEaY-PIULIX]
PunIy0IRH UBNIIANg Burskl Sy SUNZES 96 SIUAIYEO WS "SIINZES «
2(1%) T019e) 8seajey
-pepuajxy ap(io)y201pAy uojduidag 10 $13€))8 epIs 8)q)s30d a1e jeypl
*545¢3 95001 WA}
194 01 AIGE 1R0K Niedwi] UEs (1X) S13|qe) ISCajY-PIPudLX] 1101420IPAH
40100:dng N0 192352 (1X) S12jq8L 9583[9y-POpuILX] BPIIO204PAH
uaiaoadng 0y MOuY NOR [un AisuiyIew AATaY BN 40 163 © 9AUP 10U 0F »
“s3anz;a$ Gunney |0 82uByd 1104 §5eBIILY 8w N4 “|oy
-0 upjunp dois Auappas nok (| “Guiddors Quagpns 210j2g Jaop nok
124 [CYOHE 40 16] ® Yuup Ajensn 0K i “L1X) SIOIGEL 85e0ay-pauBY
P 0IDA Vaidoadng Busti ages JOUO3NE 10 10 € Yup 10y 0 &
(1K) s1oqey aseapay
-papuaIxZ IpLA0]a0IBAY UOADIng DUYe] ZINyTA PIOAE | PINOYS [BUM
151} 030D 204 Yitea Bupnes Inouli (1} 51314y, aseay
-papuale3 APUOJIDIPAH LDId03dng Burye) GOIS 10 8S0R JNOA aBeLD 10u 0 «
“ai 10} Bupyiom e {13) SIIQEL 95ER(AN-PIPUI

uoidordng ayy Bp anige-gND Aue Teql P|O) &g PIROUS Sjudited
“JUBUSIEBA LD By AINEI3S B
aayaltadye 3u; J) PRIJEISSS 10U PUR PINLIUISIH aq INOUS {1%) si819es.

as¥ajay-PapualX3 8plICIYI0IpAH Uodoidng Jeui pio) ag PINOYS Sluatied
“{uotlelnwio)
9SE0)PI-21UIDIWLL AU} ‘GNIHLNG T3 PUR "UONIEINLLIO) 3SE3J35-DaUIe]
=8NS aU} *oHS NIYLNGTISM Se 4ans} apL:0Jya0:PAY LOICOING LEILOS
16U} SUOYEAIPAW JAUL0 AUZ JO cNYSAZ MIIA UOLBUILICD U p3SD ag lov
pinous (1%} SiageL asLa[ay-panudix3 IPUINO0IRAY vordosdng ey
QU “|UBWIEAN UORESSEI BUXOLWS 01 BIE UE SE PasN "YEAZ Ut puno)
waipasbu) GANIE aWES Auj weiuod {1X) SIRJT) 3Seaay-papudixg

apuoyz0iphy uoidoidng jeyl dsec apew 30 DiNOUS SiUALEd
“uoneapaw ay} U} sabueyd Agissod pue bupaiuow 3sod Asa
10} PESU E AILJIPUL PUE JOLAEYAG PUB BUINBIL [RPIOINS JO| 51y PISEIIN
UE Y PaIeINASSE ag Apw 3say) Se yns swoldwis “swoidwis fur
-uasaid s.jualied 3l jo Ned 10u a1azA 10 13S0 Ut IARIGE ‘212435 st fau]
J Aeraadsa “[EUOISSA0IG Uijeay Jo 1a0uosaxd suaned ayj o) papiodal
aq pinoys swojdwAs yang ‘idnige eq Avw sabutyd aows ‘siseq fup-gy
-Aep ¥ uo SWoIdwAS yons [ aduabrawa ay) 10 400{ 01 PESIADE 3] DINOYS
siuaned jo S1emG8IED PUB Sefwey “LMap 1o dn paisuipe S) asop 3yl
ugys puk el tuessadapiue Suunp Auea Ajedadsa voneap) R
ns pue “ugissaldap jo DULasioss JojAeLaq L) SeBuEyd (2USHUN Jao
“guew euewodAy “(Ssaussalisas JoJOWOYaAsd) BiSIyIRNe “Amsidu

*ssguanissa60e ‘Ansoy ‘Aige

3t “TIUWoSu! SK3eNe owed “voyiende
e j0 30uaBJaLua oy) o} 153(e 3Q 0) PaGRIN0dUE 80 PIRGYS SIa/TaID
13U} PUE SaIIIE) J18UL "SIUDNEA XSl BRI puB Bupuasiom LAl

*(1x) siajae] ase3ay-napURXI
apuojy20iphyt ueidoadng Buie) s AId0 asay 33quasad J1ay)
Lig[e O} PYSE pUE Sansst BUIMGI(D} 2yl J0 PASIANE A PINGLS Sluatied

Jasuadsip paROLIL uY
q popingsd I SINY UONEIPIIN AN} 10 101 A12JAWO) Juy "3rtY Aew fagl
suolsand AUB 0} SI3MSUE LIRIGO O] pug apING UONEDINAK 3yl [0 sjual
402 ay] $snasip o} Aunisoddo ay| uonE ag PRous Sjudneq ‘siualued
S DL A1 LONLIITAY 4] P8I O)
‘sranBalkd 1izy) PUE ‘Sal|IWE] 1131 "SINBIIEY JINIISul Pioys [euvssajosd
yieay 20 Jaquasald suj, “(1x) SIBIge), dseejay-pepualx3 o uoGICIPAY
o1dng s0) a1qeiese st {1X) Si3|qeL ISe|ay-papualyy ApUO|YO0IPAH
uoidosdng Buisn Incqe vofewIojL! Wwepodw) Jaylo pue | SUORIY
10 SIYBAOYL [EPIIING PUB *SISSIUYI| JEWBLY SRS 1310 PUE Ui 1552:030

7z abed WY 96:6 B0/9Z/9 T A3Y 80-9

i ug:doidng Ja3; (0u O 1O | 201209 INBA [IEY Q13D
104 £Q pardaylp St AIIUXa (1) SIQEL T5EEY-PARLEIXY APLIO30IAAH
voidostng Eunie) 592¥ 0} JUBLOGW! St b 19)12Q [38) 04 80uQ "Bulsic
a1t {(1X) S1310¢), 35eB|ay-papuEIX] FPLQI4I0IPAH UOKOIENg 1eyl [33) o1
N0F 10) SYH3 (£1043S B} Aow 1| JIPI0SIN 9AS5A00P Jalow §0 JudunE) By}
104 {1%) SI71Qe) 25ea(2y-P8puaNE apUOJLADIPAY uoidoidng B ate ok J|
“Ae40 | 1) nOA |03 &4 10j300 Jn0A $Saun {1X) S181q8), 9sealay-papuay
‘apio)yacipAH vojdaidng Bu(sk ajjym saujalpaw Jagia Aue Js touog »
“Fere 10y
131u23 0509 105101 JT WODs AuaB53W? (3D JNOA (|29 35091340 10 (1K)
SIOI0C], 5E0Jay-DIPUOI3 FDUONOOIDAK UOKDidng AR 00) 24et N0
“ain2is ¢ Butaw {0 B0ULYD IMOA §5EIIU] UES (1K)
1002 35e3IGH-PIDUFIX3 BPLIDIUIOINFH uDiCosdng Auew D0 “JuepodiLs
A 5) 51U} ‘aun ufiBai 3us e $jTeL 1XaU oK el GUE ey “loBlol
10X 2500 8] 10} dn QYT O} JAIGE) EIIXE UE SXC1 10U 0 250 € STIW 0% 4] ¢
“poo) InoyIA 10
uva (W) SIIGeL 95C31aY-PIRANG BPHOUIOIARK uoid0xdng Byl Abw RO »
“Jaede sinoy b 15e3l 1
1) SI6108L B5EaIay-RBPUAIT APUUNISUIDAH VOI00I0NG |U $350P ano axer -
“hep yavo auly
swes oyl 16 (1} S12]qeL sealoy-papual OpUOIRQIPAY uoKd0sdng ¥EL »
*5{2|Q2) BU2|FAI MO][ENS |OUUED
0 1 101207 400k Jjag 3[04 SIAITE) Bl KOIES 1SA ok (1K) S1algeL
atta|ay-papuale3 apnolyzorphy uaidoidng ysnea 1o “Ina “May3 10U o0
40130p N0k A F2QUIS
-3 se Al3uxa (1K) SHalqLL 3SEa0H-DapuaIX] APLIOJYI0IRAH UOKOIANG ey «
(1) $13198] 3sR8|a-apusIX3 BplI0[yIpky vopdoadng o181 | PINOLS MY
“(3X) si2|Q) aseaiy-panuag
apuojyoospe uoidosdng Guisn ask noR 3y W el noR )i S1a3
2|5 SM013S 10410 JO S2ANZ2S BUIATY JO SIGURYD SNOA ISEBIU( SIUINPBLI
Jueyy “SWUALIRIGNS [¥QI2Y DUL SUIUBIIA 'SLIi0a uondhioseiduoy pue

S
uorduasasd buipnyau) “axe) noA sauio|peLt gy 1|e IN0ge Jojaup oA 13y »
50 1S 10 SataIpa UudISaId ISNQE «
“I0uGalE {0 101 € %D «
1ebas
PO0J3 JNC [011UTD 0 SIVIAHIW JAI0 JO LRS! BUIYEL INDQEIR © € «
“a3115521d PODIQ YDIY JO "SWAIGRIC 15UIL "YOTIIE ULaY ey oLl »
“(ounds 10 LIEIQ) WBISAS SNCAJEL INDA U1 JOWNI B 3AEY +
()] "UOISIMALOD) JINZISS  PUY ALY «

“Hant pray & e arel o
0 10 ESOAIH0 EXGIOUE SE 131S 1DPIDSID DUIES UL ATY o

Bw gog (71X UTIINQTTaM) II9sul uotdoidng



Bupropion XL Medication Guide 6/26/08 4:50 PM Page 1 $

Medication Guide
BuPROPion Hydrechioride
Extended-Release Tablets (XL)

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
treatment. If you have any questions about Bupropion Hydrochloride
Extended-Release Tablets (XL), ask your doctor or pharmacist.
IMPORTANT: Be sure to read both sections of this Medication Guide.
The first section is about the risk of suicidal thoughts and actions with
antidepressant medicines; the second section is entitled “What other
jmportant information should | know about Bupropion Hydrachloride
Extended-Release Tablets (XL)?”

Antidepressant Medicines, Depression and Other Serious Mental

llinesses, and Suicidal Thoughts or Actions

This section of the Medication Guide is only about the risk of suicidal

thoughts and actions with antidepressant medicines. Talk to your, or your

family member’s, healthcare provider about:

« all risks and benefits of treatment with antidepressant medicines

« all treatment choices for depression or other serious mental iliness

What is the most important information | should know about antide-

pressant medicines, depression and other serious mental illnesses,

and suicidal thoughts or actions?

1. Antidepressant medicines may increase suicidal thoughts or actions
in some children, teenagers, and young adults within the first few
months of treatment.

2. Depression and other serious mental illnesses are the most impor-
tant 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 started or when the dose is changed.

« 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 healthcare 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

« attempts to commit suicide

« new or worse depression

* new or worse anxisty

« feeling very agitated or restless

* panic attacks

« trouble sleeping (insomnia)

* new or worse irritability

What else do | need to know about antidepressant medicines?

« Never stop an antidepressant medicine without first talking to a
healtheare provider. Stopping an antidepressant medicine suddenly
can cause other symptoms.

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

» Antidepressant medicines have other side effects. Talk to the health-
care 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.

» acting aggressive, being angry,
or violent

» acting on dangerous impulses

« an extreme increase in activity
and talking (mania)

« other unusual changes in
behavior or mood

« Not all antidepressant medicines preseribed for children are FDA
approved for use in children. Taik to your child’s healthcare provider
for more information.

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 other important information should | know about Bupropion
Hydrochloride Extended-Release Tablets (XL)?

There is a chance of having a seizure (convulsion, fit) with Bupropion

Hydrochloride Extended-Release Tahlets (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 shouid not take Bupropion Hydrochloride Extended-

Release Tabiets (XL)?" and “What should | tell my doctor before using

Bupropion Hydrochloride Extended-Release Tablets (XL)?” Tell your doc-

tor about all of your medical conditions and ali the medicines you fake.

Do not take any other medicines while you are using Bupropion

Hydrochioride 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 are Bupropion Hydrochloride Extended-Release Tablets (XL)?

Bupropion Hydrochloride Extended-Release Tablets (XL) are a prescrip-

tion 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 Hydrochioride Extended-Release Tablets (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® Tablets or WELLBUTRIN SR® Sustained-Release
Tablets. 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 ail of a sudden.

« have taken within the last 14 days medicine for depression called a
monoamine oxidase inhibitor (MAO!), 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 in Bupropion Hydrochloride
Extended-Release Tablets (XL), bupropion, or to any of the inactive
ingredients. See the end of this leaflet for a complete list of ingredients
in Bupropion Hydrochloride Extended-Release Tablets (XL).

What should | tell my doctor before using Bupropion Hydrochloride

Extended-Release Tablets (XL)?

« Tell your doctor about your medica! conditions. Tell your doctor if you:
« are pregnant or plan to become pregnant. ! is not known if

Bupropion Hydrochloride Extended-Release Tablets (XL) can harm
your unborn baby. If you can use Bupropion Hydrchioride Extended-
Release Tablets (XL) while you are pregnant, talk to your doctor about
how you can be on the Bupropion Pregnancy Registry.

« are breastfeeding. Bupropion Hydrochloride Extended-Relsase
Tablets (XL) passes through your milk. It is not known if Bupropion
Hydrochloride Extended-Release Tablets (XL) can harm your baby.

« have liver prablems, 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 (convuision, fit).

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

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

—p—
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« 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, inciuding prescrip-
tion and nonprescription medicines, vitamins and herbal supplements.
Many medicines increase your chances of having seizures or other seri-
ous side effects if you take them while you are using Bupropion
Hydrochloride Extended-Release Tablets (XL).

How should | take Bupropion Hydrochloride Extended-Release Tablels

(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 tablets whole. Telt your
doctor if you cannot swallow medicine tahlets.

« Take Bupropion Hydrochloride Extended-Release Tablets (XL) at the
same time each day.

« Take your doses of Bupropion Hydrochloride Exiended-Release Tablets
(XL) at feast 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.

« |f 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.

« I 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 fee! better, it is important to keep faking
Bupropion Hydrochloride 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 | avoid while taking Bupropion Hydrochloride Extended-

Release Tablets (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 stepping. 1 you suddenly stop drink-
ing 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 Hydrochloride Extended-Release Tablets (XL) can impair your
ability to perform these tasks.

What are possible side effects of Bupropion Hydrochloride 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 Hydroehloride 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 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 Bupropion Hydrochloride
Extended-Release 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 (befieve 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, ring-

ing in the ears, shakiness, storach pain, agitation, anxiety, dizziness, trou-
ble sleeping, muscle pain, nausea, fast heartbeat, sore throat, and urinat-
ing more often.

It you have nausea, take your medicine with food. If 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 its tightly closed bottle.

« Bupropion Hydrochloride Extended-Release Tablets (XL) may have an
odor.

General Information about Bupropion Hydrochloride Extended-Release

Tablets (XL).

« Medicines are sometimes prescribed for purposes other than those list-
ed in a Medication Guide. Do not use Bupropion Hydrochloride
Extended-Release Tablets (XL) for a condition for which it was not pre-
scribed. 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 Hydrochloride Extended-Release Tablets (XL). For mere infor-

mation, 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 or you can visit

www.actavis.us or call toll-free 1-800-432-8534.

What are the ingredients in Bupropion Hydrochloride Extended-Release

Tablets (XL)?

Active ingredient: bupropion hydrochtoride.

Inactive ingredients: copovidone, hydroxypropyl cellulose (NF), colloidal

silicon dioxide (NF), magnesium stearate (NF), polyviny! alcohot, macro-

gol (NF), talc, methacrylic acid copolymer, titanium dioxide, triethyl cit-
rate, colloidal anhydrous silica, sodium bicarbonate, sodium lauryi sul-
fate, povidone, purified water, and hydrochloric acid (NF).

The following are registered trademarks of their respective manufactur-

ers: NARDIL®/Warner Lambert Company; WELLBUTRIN®, WELLBUTRIN

SR® ZYBAN® and PARNATE®/GlaxoSmithKline; MARPLAN®/Oxford

Pharmaceutical Services, Inc.

Rx Only

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

Manufactured by: VPS Corporation, Granbury, New Jersey 08512

@ctavis
Distributed by: Actavis South Atlantic LLC, Sunrise, FL 33325
Rev. 06/08

b
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7/11/2008 01:15:27 PM
LABELING REVIEWER



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

ANDA Number: 77-285

Date of Submissions:  April 1 and May 19, 2008

Applicant's Name: Actavis South Atlantic LLC
Established Name: Bupropion Hydrochloride Extended-release Tablets USP, (XL) 150 mg
and 300 mg

Labeling Deficiencies:

1. GENERAL - Please ensure that the proprietary symbol "®" is used with the brand name products
throughout your labeling.

2. CONTAINER

Please include a statement as to how the Medication Guide is being distributed. (Refer to 21 CFR
208.24 (d)).

3. INSERT
a. CONTRAINDICATIONS

Second paragraph, delete "

b. WARNINGS

(i) Delete the sixth paragraph,” - ' b(d')

(i) Screening for Bipolar Disorder, second paragraph, delete ' -

- - T

c. PRECAUTIONS

Clinical Worsening and Suicide Risk. second paraaranh. delete ————

d. HOW SUPPLIED
Delete reference to  a—————"""""
4. MEDICATION GUIDE
a. Your medication guide attached to the insert does not appear to be 10 font. Please revise.
See 21 CFR 208.20.

b. Include a statement in your submission, describing how Medication Guides will be distributed h(A)
for each package size.

¢. Who should not take Bupropion Hydrochloride Extended-Release Tablets (XL)?, second bullet,

delete "



ANDA 77-285

d. What are the ingredients in Bupropion Hydrochlorde Extended-Release Tablets (XL)?, second
paragraph, delete ==

Revise your labeling, as instructed above, and submit final printed labeling electronically according to
the guidance for industry titled Providing Regulatory Submissions in Electronic Format — ANDA.

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://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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 the reference listed drug's labeling with
all differences annotated and explained.

{See appended electronic signature page}

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

b(4)
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Lillie Golson for Wm. Peter Rickman



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

ANDA Number: 77-285

Date of Submissions:  April 1 and May 19, 2008

Applicant's Name: Actavis South Atlantic LLC
Established Name: Bupropion Hydrochloride Extended-release Tablets USP, (XL) 150 mg
and 300 mg

Labeling Deficiencies:

1. GENERAL - Please ensure that the proprietary symbol "®" is used with the brand name products
throughout your labeling.

2. CONTAINER

Please include a statement as to how the Medication Guide is being distributed. (Refer to 21 CFR
208.24 (d)).

3. INSERT

a. CONTRAINDICATIONS

Second paragraph, delete ”

PR

b. WARNINGS

(i) Delete the sixth paragraph, h(A)

(i) Screening for Bipolar Disorder, second paragraph, delete

¢. PRECAUTIONS

Clinical Worsening and Suicide Risk, second paragraph, delete " ———————"

d. HOW SUPPLIED
Delete referenceto’ ___ . .
4. MEDICATION GUIDE
a. Your medication guide attached to the insert does not appear to be 10 font. Please revise.
See 21 CFR 208.20. b(4)

b. Include a statement in your submission, describing how Medication Guides will be distributed
for each package size.

c¢. Who should not take Bupropbion Hydrochloride Extended-Release Tablets (XL)?, second bullet,
delete'  ————
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d. What are the ingredients in Bupropion Hydrochlordie Extended-Release Tablets (XL)?, second b(4)
paragraph, delete -

Revise your labeling, as instructed above, and submit final printed labeling electronically according to
the guidance for industry titled Providing Regulatory Submissions in Electronic Format - ANDA.

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://service.govdelivery.com/service/subscribe.html?code=USFDA 17

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 the reference listed drug's labeling with
all differences annotated and explained.

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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FOR THE RECORD:

1. MODEL LABELING

This review was based on the labeling for Wellbutrin XL® (Glaxo Wellcome; Approved 8-02-07)
NDA 21-515/S-020.

2. DESCRIPTION

The inactive ingredients are listed accurately in the DESCRIPTION section.
(Vol. 1.12 Page 4376, 4451, & 4502)

3. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM

*VPS Corporation

Cedar Brook Corporate Center

3 Cedar Brook Drive N., Suite 3

Cranbury, New Jersey 08512

(Vol. 1.12. Page 4567).

4. TABLET IMPRINT

The tablet descriptions are satisfactory as seen in the HOW SUPPLIED section. The RLD is unscored
and the ANDA is also unscored.

(Vol. 1.13 page 4957 & Vol. 2.2 page 655-658)
5. PATENT/EXCLUSIVITY STATEMENT

Patent Data

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

Exclusivity Data:
There is no unexpired exclusivity for the RLD.

6. Summary of Container/Closure system:

Packaging Size 150 mg 300 mg
Bottle of 30s Container [ ' i
bottle
Closure ~ S
M~ - -
Bottie of 90s Container , L= —
' : bottle
Closure % o e —

[Vol. 1.13 page 4904 & Vol. 2.2 page 642]

bi4)
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7. Per memo from Kim Dettelbach, h(5)
} ——
8. Storage/dispensing recommendations:
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); excursions permitted to 15-30°C (59-86°F) [see USP
Controlled Room Temperature].
9. The RLD is available in 150 mg and 300 mg strengths — both in 30s.
The ANDA will be available (150 mg and 300 mg) in container of 30s and 90s.
10. Anchen still holds 180 day exclusivity on the 150 mg strength and has not yet gone to market, so
Actavis is eligible for Tentative Approval on the 150 mg strength and Full Approval on the 300 mg.
Date of Review: June 3, 2008 Date of Submission: April1 and May 18, 2008

Primary Reviewer:

Michelle Dillahunt Date:

Team Leader:

CC:

Lillie Golson Date

ANDA: 77-285

DUP/DIVISION FILE

HFD-613/MDillahunt/LGolson (no cc)

VAFIRMSAMACTAVIS South Atlantic LLCALTRS&REW\77285NA2.labeling.doc
Review
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LABELING REVIEWER



REVIEW OF PROFESSIONAL LABELING #2
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 77-285
Date of Submission: September 28, 2005

7 Applicant's Name: Abrika Pharmaceuticals, LLP

Established Name: Bupropion Hydrochioride Extended-release Tablets USP, (XL) 150 mg
and 300 mg
v Labeling Deficiencies:
CONTAINER: 30s and — (150 mg & 300 mg) : v h(4)

e Satisfactory in final pnnt as of September 28, 2005 submission.

\\Cdsesub1\n77285\N 000\2005 09-28\Proposed pdf

.PHYSICIAN INSERT ‘
. ~ Add the following paragraph under the WARNINGS section after the 4™ paragraph:’
“‘Adults with MDD or co-morbid depression in the ...... either increases or decreases.

In addition, patient with a history of suicidal behavior or thoughts, those patients exhibiting a
significant degree of suicidal ideation prior to commencement of treatment, and young adults, g
are at an increased risk of suicidial thoughts or suicide attempts and should receive careful
‘monitoring durmg treatment. [American Psychiatric Association Practice Gurdelme for the

: Assessment and Treatment of Patrents with Suicidal Behaviorts, 2003] [Brown 2000 i

 Please revrse your Iabehng as descnbed above and submrt electronically in final print.
. The electronic Iabelmg rule pubhshed December 11, 2003, (68 FR 69009) requires submlssron of Iabelrng

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

e “hitp/iwww, fda qov/cder/requlatorv/ersr/SPLzaIG v20051006 r1.pdf and’ Docket 928-0251 Memorandum

32

Although Docket 928~0251 Memorandum 32 states that as of October 31, 2005, Structured Product -

I Labeling (SPL) in XML format is the-only acceptable format for the submission of the content of |abeI|ng 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: //dallymed nim.nih. gov/dallymed/about cfm. Should you decide to take the option of waiting until the k
- -SPL forthe RLD is posted on the website, you will be responsrble 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 submrssrons please call Mr. Koung Lee at 301 827-7336

'_Prlor to approval, it may be necessary to revise your labeling subsequent to approved changes forthe

_.reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the darly
or weekly updates of new documents posted on the CDER web site at the followung address -

httQ //www accessdata fda. gov/scrlQts/cder/drugsatfda/mdex cfm
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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 submlssmn with all differences

annotated and explalned

Wm Peter Rickman

Director N
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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FOR THE RECORD:
1. MODEL LABELING

T This review was based on the labeling for Wellbutrin XL (Glaxo Wellcome; Approved 2/28/06)
P NDA 21-515/S-012.

- 2. DESCRIPTION

The inactive ingredients are listed accurately in the DESCRIPTION' section.
(Vol. 1.12 Page 4376, 4451, & 4502)

3. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM
VPS8 Corporation .
Cedar Brook Corporate Center " -
3 Cedar Brook Drive N., Suite 3
Cranbury, New Jersey 08512
(Vol. 1.12. Page 4567).

4. TABLET IMPRINT

" The tablet descriptions are satlsfactory as seen in the HOW-SUPPLIED section. The RLD is
unscored and the ANDA is also unscored ,

bt _(Vol. 1.13 page 4957 & Vol. 2.2 page 655-658')
5. PATENT/EXCLUSIVITY STATEMENT -

- Patent Data ‘

| Patent Patent . | How :Filed | Labeling
Number Expiration oo impact
6,096,341 October 30,2018 | IV~ None
6,143,327 October 30, 2018 IV " None

- Exclusivity Data:
There is no unexpired exélusivity for the RLD.. |

6. Summary of Contalner/CIosure systemi .

‘Packaging Size T 150 mg R - .| 300 mg L g
‘Bottle of 30s Cohtainer r’ S B _7A# e b(‘l} ;
' : : bottle o e .

| Closure ! R ' hras

Bottle of 100s = | Container o
L botte <
- | Closure - B e — — b(4) |

[Vol. 1.13 page 4904 & Vol. 2.2 page 642]
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7. Permemo from Kim Dettelbach .._ :

sty

8. Storage/dispensing recommendationS'

b(5)

RLD - Store at25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room

, Temperature].
ANDA - Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F)
| recommended the following:

“Store at 20°-25°C (68°-77°F) [See USP Controlled Room Temperature]”

9. The RLD'is"available in 150 mg and 300 mg strengths — both in 30s.
The ANDA will be available (150 mg and 300 mg) in container of 30s and «—-

)

Date of Review: June 2, 2006 Date of Submission: Sepfember 28,2005
" Primary Reviewer: M ,(,7 % z{
- “Melaine Shin Date:
- Team Leader: V\/ /@‘A é / 7/0 é

_ Lillie Golson Date

cc .
' ANDA: 77-285 . :
-~ . DUP/DIVISION FILE :
- HFD-613/MShin/LGolson (no cc)

Review

" File Path:V: \FIRMSAM\ABRIKA\LTRS&REV\77285 NA2 labellng doc
FINAL: - June 2, 2006



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING v -
DIVISION OF LABELING AND PROGRAM S:UPPORT v

' LABELING REVIEW BRANCH
ANDANGmber 77285
l.Date,of Submission: ) o July 8, 2005
‘EDR Path: - ’, ‘ \\Cdsesub1\n77285\N‘7000\2005-0_7-01’8'7 5
Appllcant's Name: . Abrika PharmacedtiCaIs LLP : |
Established I\lame: o ’ Buproplon Hydrochloride Extended-release Tablets USP, (XL) 150 mg
' : and 300'mg

Proposed Proprietary Name; - None

APPROVAL SUMMARY (List the package size, strength(s) and date of submission for approval):
.Do you have 12 Final Pnnted Labels and Labeling? Yes E-submrssron (Pl only) & Paper ' |
' 'CONTAlNER LABELS '30s for 150 mg & 300 mg
- Satisfactory in final print as of July 8, 2005 submission (Vol. 7.1)
FP’ROF_EV'SSIONAL PACKAGE INSERT |
. Satlsfaet'ory 'in--fina‘l privnt as of .July 8, 2005‘ submission

- ,'_'\\Cdsesub1\n77285\N 000\2005-07 08\Outsert Ddf

it REVISIONS NEEDED POST-APPROVAL None

~ BASIS or= APPROVAL

o :Was thls approval based upon a petrtlon? No

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

/r"'j-’_;v.;NDA Number. 21515 Lo |

‘ {“NDA Drug Name Buproplon Hydrochlorrde Extended Release Tablets (XL)
g j};NDA Firm: Glaxo Wellcome ,l

-«Date of Approval of NDA lnsert and supplement # S-OOQ Approved 1-12- 05
i . iHas thrs been verrt” ed by the MIS system for the NDA’? Yes

': Was thls approval based upon an OGD labelrng gurdance'? No ‘

FOR THE RE(_;ORD:
1. MODEL LABELING

This review was based on the labeling for Wellbutrin XL (Glaxo Wellcome; Approved 1- 12—05)
NDA 21-515/S-009.




2.... DESCRIPTION
The'inactive ingredients are listed accurately in the DESCRIPTION section.

(Vol. 1.12 Page 4376, 4451, & 4502)

3. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM -
VPS Corporatron :
“Cedar Brook Corporate Center .
3 Cedar Brook Drive N., Suite 3 b("@ 4

Cranbury, New Jersey 08512
(Vol. 1i.12.kPage 4567).
4, TABLET IMPRINT

The tablet descriptions are satisfactory as seen in the HOW SUPPLIED sectron The RLD is
'.unscored and the ANDA is also unscored ' -

. - (Vol. 1.13 page 4957 & Vol. 2.2 page '655-_658) ‘
5. PATENT/EXCLUSIVITY STATEMENT

 Patent Data -
Patent -} Patent How Filed | Labeling
Number Expiration - | Impact
L ‘ 6;096,341 October 30,2018 | IV - None
o [6,143,327 | October 30, 2018 | IV “None
-~ Exclusivity Data: -

- There is no unexpired exclusivity for the RLD. -

RN R ;Summary,of Container/Closure system: , , o :
; Py_’aelségingSize L ' _v150mg, TR 300.mg : z
VZBottIe:of»:BlOs_' - { Container | | 7 -

e I sibotle e

| Closure | T ST T

e o g | b
: [Vol 1.13 page 4904&Vol 22page 642] |
7.7 Permemo from Klm Dettelbach
" 8. - ,Storage/drspensmg recommendatlons " b(5) B

o RLD Store at 25°C (T7°F); excursrons permrtted to 15-30°C (59- 86°F) [see USP Controlled »
‘Room - Temperature].

ANDA - Store at 20° 25°C (68° 7°F) [See USP Controlled Room Temperature]

0. The RLD is available in 150 mg and 300 mg strengths — both in 30s.




T-heAANDA_ will be available (150 mg 'andk300 rﬁg‘) in 30s.

Date of Review: August 26,2005 = - : 'Date of Submission: July 8,2005
Primary Reviewer: : — : 9” 5’ [¢] g
~ Melaine Shin ; 5ate
- Team Leader: /\/ kéW /5/ /O>

Lilli€ Golson : Date

cc:

- ANDA: 77-285

" DUP/DIVISION FILE

: HFD-613/MSh|n/LGoIson (no cc)

File Path:V: \FlRMSAM\ABRIKA\LTRS&REV\77285 AP LABELING doc

' FINAL: August 31, ,2005




REVIEW OF PROFESSIONAL LABELING
DIVISIO‘N OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH B

ANDA Number: ~  77-285 -
Date of Submission:  September 23, 2004 (Original Submission)

October 1, 2004 (Addition of 300 mg strength)
‘October 25, 2004 (Telephone Amendment)

Applicant's Name: - Abrika Pharmaceutlcals LLP

Established Name: Bupropion Hydrochlonde Extended-release Tablets USP (XL) 150 mg
S 'and 300 mg

‘Labeling Deficiencies:
GENERAL

e . The Dwnsnon of Neuropharmacological Drug Products and the Office of New Drug
~ Evaluation | have determined that, in order to.ensure that safety information is provided
with all antldepressant products, the products are ONLY to be distributed 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. Please note that you should transition to the unit of use packagmg by
' January 2006 - T

. .Please reformat your prlnCIpaI dlsplay panel to mclude all. the lnformatlon shown below as an
S example : et

: , Once Dally

N 'BUPROPlON HCL : }

,EXTENDED RELEASE TABLETS (XL) 0l
- XXX mg . :

| XXX Tablets ‘ Rxonly

'Warnmg Do not use ln comblnatlon wrth ZYBAN® or any other medlcmes that contaln buproploni'%"c' 1
E hydrochlonde : : e Fa

Put “A'lTENTlON Dlspense with Medlcatlon Gurde” on the side drsplay panel rf |t’s not possuble to e
put itonthe prmc:pal dlsplay panel due to space Ilmltatlon v ; '

“Revise the storage temperature recommendatlon as follow

“Store at 20°- 25°C (68° 7°F) excursions permitted t0.15-30°C (59- 86°F)
[See USP-Controlled. Room Temperature]”
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CONTAINER: 30s and 7~ (150 mg & 300 mg) g;( }

o  See comment under GENERAL

PHYSICIAN INSERT

e See comment under GENERAL ; e : T KRR

e Update your insert labeling based on the attached approved labeling for the reference listed drug, -
Wellbutrin XL. ‘Please note that all antidepressants are now required to be dispensed with a

medication guide, and we need you to submit your proposal for dissemination of the medication

" -guide for review. '

Please revise your labels and labeling, as instructed above, and submit in final print in.accord with the

- - electronic labeling rule published December 11, 2003, (68 FR 69009) that requires submission of labeling

content in electronic format. For additional information, consult the following guidance for industry ,

regarding electronic submissions: Providing Regulatory Submissions in Electronic Format — ANDAs -

(Issued 6/2002) (http://www.fda.gov/cder/quidance/5004fnl.htm). The guidance specifies labelingto be

- submitted in pdf format. To assist in our review, we request that labeling also be submitted in MS Word
format. o : ’ ' '

- Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes- http://www.fda.gov/cder/cdernewl/listserv.htmli or , o

“http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm

‘To facilitate review of your next submission,: please provide a side-by-side comparison of your proposed
. labeling with the attached reference listed drug labeling with all differences annotated and explained.

Lo ey

Wm. Peter Rickman
~Director Lo e
- Division of Labeling and Program Support
. Office of Generic Drugs. - . .
.Center for Drug Evaluation and Research:
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7. Permemo from Kim Dettelbach, S » ‘ : v | b(5)

8 Storage/dlspensmg recommendatlons

RLD- Store at25°C (77°F) excursions perrmtted to 15—30°C {59- 86°F) [see USP Controlled Room
Temperature] ' :

ANDA Store at 25°C (77°F); excursions permitted to 15-30°C (59- 86°F)

I recommended the ‘followmg'
“Store at 20°-25°C (68° 77°F) [See USP Controlied Room Temperature]”

9. TheRLDis avarlable in 150 mg and 300 mg strengths — both in 30s. ' o \
The ANDA will be available (150 mg and 300 mg) in contamer of 30s ———=- b(ﬂf}

Date of Review: June 1, 2005 A Date ef Submission: September 23, 2004
: E ' SRR ' October1, 2004
October 25, 2004

wPrﬁimary Reviewer: .__/,///:%//41{——/ L( - 5, ~ GS\
o Melalne Shin. - = AR Date:
‘Team Leader: E 2K & /k / i
SRR Lllhe/Golson ST Date 7
: ~ANDA: 77-285 - .
-DUP/DIVISION FILE

- HFD-613/MShin/LGolson ‘(no cc) :
Ve Flrmsam\ABRIKA\Ltr&Rev\77285NA1 Labehng.
: Revrew SR

- DRAFT: : June'.1,20055
CFINAL: © June6,2005
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ANDA 77-285

Bupropion Hydrochloride Extended-Release Tablets (XL.),
150 mg and 300 mg

Actavis South Atlantic LL.C
(formerly Abrika Pharmaceuticals, LLLP)

Bing Wu, Ph.D.

Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research
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Chemistry Review Data Sheet
1. ANDA 77-285
2. REVIEW #: 4
3. REVIEW DATE: 23-MAY-2008; 07-JUL-2008
4. REVIEWER: Bing Wu, Ph.D.

- 5. PREVIOUS DOCUMENTS:

Previous Documents

Original Submission
Major Amendment
Telephone Amendment
Chemistry Review #1
Minor Amendment
Chemistry Review #2
Telephone Amendment
Chemistry Review #2b
Telephone Amendment
Chemistry Review #2¢
Telephone Amendment

Chemistry Review #2d (Not approval)

Major Amendment

Chemistry Review #3 (Not approval)

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Major Amendment

Gratuitous Amendment
Telephone Amendment
Telephone Amendment
Telephone Amendment
Telephone Amendment

Document Date

September 29, 2004
October 1, 2004
October 25, 2004
March 7, 2005
April 14, 2005
September 20, 2005
September 28, 2005
October 5, 2005
February 15, 2006
February 17, 2006
March 14, 2006
April 19, 2006
April 27, 2007
September 14, 2007

Document Date
December 7, 2007
March 27, 2008
June 9, 2008

July 16, 2008
July 22, 2008
July 25, 2008
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7. NAME & ADDRESS OF APPLICANT:

Actavis South Atlantic LLC

Name: (formerly Abrika Pharmaceuticals LLLP)
13800 N.W. 2" Street

Address: Suite 190
Sunrise, Florida 33325

Representative: Monique Weitz

Telephone: (954) 315-6502

Fax: (954) 315-6550

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Bupropion Hydrochloride Extended-Release
Tablets

9. LEGAL BASIS FOR SUBMISSION:

The RLD is Wellbutrin XL™ Tablets, marketed by GlaxoSmithKline, NDA 21-515. Two
listed patents, US Patent Nos. 6,096,341 and 6,143,327, which claim the reference drug and
expire on October 30, 2018. The applicant certifies that the two patents are invalid,
unenforceable, or will not be infringed by the manufacturer, use, or sale of Abrika’s drug
product. A revised Paragraph IV patent certification is provided on pp. 7-8 of the 10/25/04
Amendment.

An exclusivity statement is provided on p. 19 (v1.1). There is an M-10 exclusivity for the
RLD, which has expired on June 11, 2004.

10. PHARMACOL. CATEGORY: Antidepressant
11. DOSAGE FORM: Extended-Release Tablets
12. STRENGTH/POTENCY: 150 mg and 300 mg

13. ROUTE OF ADMINISTRATION: Oral Administration |

14. Rx/OTC DISPENSED: X Rx OTC



CHEMISTRY REVIEW

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

SPOTS product — Form Completed
X Nota SPOTS product

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

Bupropion Hydrochloride

o)

H
N_CH;: Hcl
CH,
CH, CH,
]
Chemical Name: (£)-1-(3-Chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone

hydrochloride
Molecular Formula: C3HsCINO'HCI
Molecular Weight: 276.21
CAS: 31677-93-7

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
D];AF TYPE HOLDER REF&%I\SCED CODE' | STATUS* | REVIEW | COMMENTS
COMPLETED
‘/ 1. Adequate 9/14/07

b(4)




CHEMISTRY REVIEW

B 1
|
- J
' 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”)
2 Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)
B. Other Documents:
DOCUMENT APPLICATION NUMBER DESCRIPTION
N/A
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology N/A
EES Acceptable 5/2/08 Per OC
Methods Validation N/A
Labeling Acceptable 7/3/08 Michelle Dillahunt
Bioequivalence Acceptable 4/3/08 Nam Chun
EA N/A
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

B4}
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receipt. Yes x No If no, explain reason(s) below: Minor Amendment
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The Chemistry Review for ANDA 77-285

The Executive Summary

I

A.

II.

Recommendations
Recommendation and Conclusion on Approvability
Approval is recommended.

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

N/A
Summary of Chemistry Assessments

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

Bupropion hydrochloride is structurally related to phenylethylamines. Its chemical name
is (£)-1-(3-chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone hydrochloride. The
molecular weight is 276.2. The molecular formula is C;3H;3sCINO'HCIL. Bupropion
hydrochloride powder is white, crystalline, and highly soluble in water.

Bupropion hydrochloride extended-release tablets (Bupropion HC] ER Tablets) are

supplied for oral administration as 150 mg and 300 mg off-white extended-release

tablets. Each tablet contains the labeled amount of bupropion hydrochloride and the

following inactive ingredients: copovidone, hydroxypropyl cellulose, colloidal silicon

dioxide, magnesium stearate, polyvinyl alcohol, titanium dioxide, macrogol, talc,

methacrylic acid copolymer, triethyl citrate, colloidal anhydrous silica, sodium

bicarbonate, sodium lauryl sulfate, and povidone. Bupropion HCI ER Tablets, 150 mg b(4’
and 300 mg, are supplied in bottles of 30 tablets and — ‘ablets.

Description of How the Drug Product is Intended to be Used
Bupropion HCI ER Tablets are indicated for the treatment of major depression disorder.
Basis for Approvability or Not-Approval Recommendation

Approval is recommended. All CMC issues identified in the previous chemistry reviews
have been satisfactorily addressed.
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Chemistry Review Data Sheet

I. ANDA

2. REVIEW #:

3. REVIEW DATE:

4. REVIEWER:

77-285
3
14-SEP-07

Bing Wu, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents

Original Submission
Major Amendment
Telephone Amendment
Chemistry Review #1
Minor Amendment
Chemistry Review #2
Telephone Amendment
Chemistry Review #2b
Telephone Amendment
Chemistry Review #2c¢
Telephone Amendment
Chemistry Review #2d

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed

Major Amendment

7. NAME & ADDRESS OF APPLICANT:
Abrika Pharmaceuticals LLLP

Name:
Address:

Representative:
Telephone:

Fax:

13800 N.W. 2™ Street
Suite 190
Sunrise, Florida 33325

Monique Weitz
(954) 315-6600
(954) 315-6601

Document Date

September 29, 2004
October 1, 2004
October 25, 2004
March 7, 2005
April 14, 2005
September 20, 2005
September 28, 2005
October 5, 2005
February 15, 2006
February 17, 2006
March 14, 2006
April 19, 2006

Document Date
April 27, 2007
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Chemistry Review Data Sheet

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
-b) Non-Proprietary Name (USAN): Bupropion Hydrochloride Extended-Release
' Tablets

9. LEGAL BASIS FOR SUBMISSION:
The RLD is Wellbutrin XL™ Tablets, marketed by GlaxoSmithKline, NDA 21-515. Two
listed patents, US Patent Nos. 6,096,341 and 6,143,327, which claim the reference drug and
expire on October 30, 2018. The applicant certifies that the two patents are invalid,
unenforceable, or will not be infringed by the manufacturer, use, or sale of Abrika’s drug
product. A revised Paragraph IV patent certification is provided on pp. 7-8 of the 10/25/04
Amendment.

An exclusivity statement is provided on p. 19 (v1.1). There is an M-10 exclusivity for the
RLD, which has expired on June 11, 2004.

10. PHARMACOL. CATEGORY: Antidepressant
11. DOSAGE FORM: Extended-Release Tablets
12. STRENGTH/POTENCY: 150 mg and 300 mg

13. ROUTE OF ADMINISTRATION: Oral Administration

14. Rx/OTC DISPENSED: X Rx oTC

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

SPOTS product — Form Completed

X _Not a SPOTS product

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

Buproprion Hydrochloride
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Chemistry Review Data Sheet

o
H
N ~CHs Hel
CH,
CH, CH,
Cl
Chemical Name: (£)-1-(3-Chlorophenyl)-2-[(1,1 -dimethylethyl)amino]-1-propanone

hydrochloride
Molecular Formula: Cy3HsCINOHCI
Molecular Weight: 276.21
CAS: 31677-93-7

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
DIL’IF TYPE HOLDER REF&%“QCED CODE' | STATUS? | REVIEW | COMMENTS
COMPLETED

. =1 Adequate 9/14/07
3
i
| .
b

- J

! Action codes for DMF Table:
1 — DMF Reviewed.
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Chemistry Review Data Sheet

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)

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
N/A
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology N/A
EES Pending Per OC
Methods Validation N/A
Labeling Not acceptable 6/2/06 Melaine Shin
Bioequivalence Incomplete 6/29/07 Ethan M. Stier
EA N/A
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

If no, explain reason(s) below:
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Chemistry Assessment Section

The Chemistry Review for ANDA 77-285

The Executive Summary

IL.

Recommendations

Recommendation and Conclusion on Approvability

Not approvable is recommended. — The firm needs to address the minor deficiencies
identified in this chemistry review #3.

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

Summary of Chemistry Assessments

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

Bupropion hydrochloride is structurally related to phenylethylamines. Its chemical name
is (+)-1-(3-chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone hydrochloride. The
molecular weight is 276.2. The molecular formula is C13H;sCINO'HC! . Bupropion
hydrochloride powder is white, crystalline, and highly soluble in water.

Bupropion hydrochloride extended-release tablets (Bupropion HC1 ER Tablets) are
supplied for oral administration as 150 mg and 300 mg off-white extended-release
tablets. Each tablet contains the labeled amount of bupropion hydrochloride and the
following inactive ingredients: copovidone, hydroxypropyl cellulose, colloidal silicon
dioxide, magnesium stearate, polyvinyl alcohol, titanium dioxide, macrogol, talc,
methacrylic acid copolymer, triethyl citrate, colloidal anhydrous silica, sodium
bicarbonate, sodium lauryl sulfate, and povidone. Bupropion HCI ER Tablets, 150 mg
and 300 mg, are supplied in bottles of 30 tablets and — tablets.

Description of How the Drug Product is Intended to be Used
Bupropion HCI ER Tablets are indicated for the treatment of major depression disorder.

Basis for Approvability or Not-Approval Recommendation
Not approval is recommended for the ANDA 77-285 due to the minor deficiencies in the
raw material testing, container/closure testing, and in-process testing (See Section 36).

b{4)
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Chemistry Review Data Sheet

} Chemisti*y Review Data Sheet

. ANDA

77-285
. REVIEW #: 2d
. REVIEW DATE: 19-APR-2005
. REVIEWER: | Bing Wu, Ph.D.
. PREVIOUS DOCUMENTS:

Previous Documents

Original Submission
Major Amendment
Telephone Amendment
Minor Amendment
Telephone Amendment
Telephone Amendment

. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Telephone Amendment

. NAME & ADDRESS OF APPLICANT:

Document Date

September 29, 2004
October 1, 2004
October 25, 2004
April 14, 2005
September 28, 2005
February 15, 2006

Document Date
March 14, 2006

Name: Abrika Pharmaceuticals LLLP
| 13800 N.W. 2" Street
Address: Suite 190
Sunrise, Florida 33325
Representative: Monique Weitz
Telephone: (954) 315-6600
Fax: (954) 315-6601

8. DRUG PRODUCT NAME/CODE/TYPE:
a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Bupropion Hydrochloride Extended-Release
Tablets
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Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:

10.
11.
12.
13.
14.
15.

16.

The RLD is Wellbutrin XL™ Tablets, marketed by GlaxoSmithKline, NDA 21-515. Two
listed patents, US Patent Nos. 6,096,341 and 6,143,327, which claim the reference drug and
expire on October 30, 2018. The applicant certifies that the two patents are invalid,
unenforceable, or will not be infringed by the manufacturer, use, or sale of Abrika’s drug
product. A revised Paragraph IV patent certification is provided on pp. 7-8 of the 10/25/04
Amendment.

An exclusivity statement is provided on p. 19 (v1.1). There is an M-10 exclusivity for the
RLD, which has expired on June 11, 2004.

PHARMACOL. CATEGORY: Antidepressant
DOSAGE FORM: Extended-Release Tablets
STRENGTH/POTENCY: . 150 mg and 300 mg
ROUTE OF ADMINISTRATION:  Oral Administration

Rx/OTC DISPENSED: X Rx __ OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

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

Buproprion Hydrochloride

o)
H
N._CH; Ha
CH,
CH, CH,

Cl

Chemical Name: (#)-1-(3-Chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone

hydrochloride
Molecular Formula: C3HsCINO'HCI
Molecular Weight: 276.21
CAS: 31677-93-7
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Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
PMF | Type HOLDER REFERENCED | CODE' | STATUS® | REVIEW | COMMENTS
COMPLETED
i =1 Adequate 10/24/05
LS =

! 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)

B. Other Documents:

DOCUMENT

APPLICATION NUMBER

DESCRIPTION

N/A

18. STATUS: .

b(a)

b(4)

ba)
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CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

Microbiology N/A

EES Acceptable 3/14/05 Per OC

Methods Validation N/A '

Labeling Acceptable 8/31/05 Melaine Shin

Bioequivalence Acceptable 12/23/05 Ethan M. Stier

EA - N/A

Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. Yes x __No  Ifno, explain reason(s) below: Minor Amendment
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Chemistry Assessment Section

The Chemistry Review for ANDA 77-285

The Executive Summary

II.

Recommendations ,
Recommendation and Conclusion on Approvability
Not approvable is recommended.

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

Summary of Chemistry Assessments

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

Bupropion hydrochloride is structurally related to phenylethylamines. Its chemical name
is (£)-1-(3-chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone hydrochloride. The
molecular weight is 276.2. The molecular formula is C3H;sCINO'HC1. Bupropion
hydrochloride powder is white, crystalline, and highly soluble in water.

Bupropion hydrochloride extended-release tablets (Bupropion HC1 ER Tablets) are
supplied for oral administration as 150 mg and 300 mg off-white extended-release
tablets. Each tablet contains the labeled amount of bupropion hydrochloride and the
following inactive ingredients: copovidone, hydroxypropyl cellulose, colloidal silicon
dioxide, magnesium stearate, polyvinyl alcohol, titanium dioxide, macrogol, talc,
methacrylic acid copolymer, triethyl citrate, colloidal anhydrous silica, sodium
bicarbonate, sodium lauryl sulfate, and povidoné. Bupropion HC1 ER Tablets, 150 mg
and 300 mg, are supplied in bottles of 30 tablets and ——tablets. b{4)

Description of How the Drug Product is Intended to be Used
Bupropion HC1 ER Tablets are indicated for the treatment of major depression disorder.

Basis for Approvability or Not-Approval Recommendation
Not approval is recommended for the ANDA 77-285 due to the major deficiencies in
dissolution failures.
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 77-285
2. REVIEW #: 2c

3. REVIEW DATE: 17-FEB-2005

4. REVIEWER: Bing Wu, Ph.D.

5. PREVIOUS DOCUMENTS:
Previous Documents Document Date
Original Submission September 29, 2004
Major Amendment October 1, 2004
Telephone Amendment October 25, 2004
Minor Amendment April 14, 2005
Telephone Amendment September 28, 2005

6. SUBMISSION(S) BEING REVIEWED:
Submission(s) Reviewed Document Date
Telephone Amendment : Feb 15, 2006

7. NAME & ADDRESS OF APPLICANT:

Name: Abrika Pharmaceuticals LLLP
13800 N.W. 2™ Street
Address: Suite 190
Sunrise, Florida 33325
Representative: Monique Weitz
Telephone: (954) 315-6600
Fax: (954) 315-6601

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Bupropion Hydrochloride Extended-Release
Tablets



CHEMISTRY REVIEW

9.

10.

11

12.
13.
14.

15.

16.

Chemistry Review Data Sheet

LEGAL BASIS FOR SUBMISSION:

The RLD is Wellbutrin XL ™ Tablets, marketed by GlaxoSmithKline, NDA 21-515. Two
listed patents, US Patent Nos. 6,096,341 and 6,143,327, which claim the reference drug and
expire on October 30, 2018. The applicant certifies that the two patents are invalid,
unenforceable, or will not be infringed by the manufacturer, use, or sale of Abrika’s drug
product. A revised Paragraph IV patent certification is provided on pp. 7-8 of the 10/25/04
Amendment. '

An exclusivity statement is provided on p. 19 (v1.1). There is an M-10 exclusivity for the
RLD, which has expired on June 11, 2004.

PHARMACOL. CATEGORY:: Antidepressant
DOSAGE FORM: Extended-Release Tablets
STRENGTH/POTENCY: 150 mg and 300 mg

ROUTE OF ADMINISTRATION: Oral Administration
Rx/OTC DISPENSED: X Rx __0TC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X _Not a SPOTS product

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

Buproprion Hydrochloride

o)
H .
N__-CH; Hci
CH,
CH, CH,

~Cl

Chemical Name: (#)-1-(3-Chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone
hydrochloride

Molecular Formula: Ci3H1sCINO'HCI

Molecular Weight: 276.21

CAS: 31677-93-7
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Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
DZ’F TYPE HOLDER REF&FE%CED CODE' | STATUS? | REVIEW | COMMENTS
COMPLETED |
I = Adequate | 10/24/05
b(4)
? h(4)
b(e
o J .
! 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)

B. Other Documents:
DOCUMENT APPLICATION NUMBER DESCRIPTION
N/A

18. STATUS:



CHEMISTRY REVIEW

Chemistry Review Data Sheet

CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

Microbiology N/A

EES Acceptable 3/14/05 Per OC

Methods Validation N/A

Labeling Acceptable 8/31/05 Melaine Shin

Bioequivalence Acceptable 12/23/05 Ethan M. Stier

EA N/A

Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt.

Yes x  No

If no, explain reason(s) below: Minor Amendment




CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA 77-285

The Executive Summary

I.

A.

II.

Recommendations
Recommendation and Conclusion on Approvability
Not approvable is recommended.

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

Summary of Chemistry Assessments

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

Bupropion hydrochloride is structurally related to phenylethylamines. Its chemical name
is (+)-1-(3-chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone hydrochloride. The
molecular weight is 276.2. The molecular formula is C, 3H;sCINO'HCI . Bupropion
hydrochloride powder is white, crystalline, and highly soluble in water.

Bupropion hydrochloride extended-release tablets (Bupropion HCI ER Tablets) are
supplied for oral administration as 150 mg and 300 mg off-white extended-release
tablets. Each tablet contains the labeled amount of bupropion hydrochloride and the
following inactive ingredients: copovidone, hydroxypropyl cellulose, colloidal silicon
dioxide, magnesium stearate, polyvinyl alcohol, titanium dioxide, macrogol, talc,
methacrylic acid copolymer, triethyl citrate, colloidal-anhydrous silica, sodium
bicarbonate, sodium lauryl sulfate, and povidone. Bupropion HC] ER Tablets, 150 mg
and 300 mg, are supplied in bottles of 30 tablets and — tablets. b(@

Description of How the Drug Product is Intended to be Used
Bupropion HCI ER Tablets are indicated for the treatment of major depression disorder.

Basis for Approvability or Not-Approval Recommendation
Not-approval is recommended for the ANDA 77-285 for the following deficiency:

e The firm needs to address the out-of-specification dissolution data.
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Executive Summary Section

III. Administrative
A. Reviewer’s Signature

B. Endorsement Block
Endorsements (Draft and Final with Dates)

- 2/2{1/06
HFD-640/BWw2/17/06 A oS
HFD-640/NYa/ %’ H o [r®
HFD-617/Thinchli Wé[ %,/ é %
C. CC Block ' / '
ANDA 77-285

DIV FILE
Field Cop



Redacted 31 page(s)
of trade secret and/or
conﬁdential commercial

information from

Q l\g_p\.'g@ (th'c_ W b 2 ¢



CHEMISTRY REVIEW

Chemistry Assessment Section

cc: ANDA 77-285
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates):

- A%/ R/ZWOA
HFD-640/BWu/2/17/06,2/22/06
HFD-640/NYa/2/22/06 % ot/ 2%

HFD-617/THinchliffe/2/23/06 MM@/ 7 //7 /ﬂ@

F/T by:rad2/23/06

VAFIRMSAM\ABRIKA\LTRS&REV\77285Rev2¢.doc

TYPE OF LETTER: NOT APPROVABLE — MINOR AMENDMENT

41
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Bupropion Hydrochloride Extended-Release Tablets, USP
150 mg and 300 mg

Abrika Pharmaceuticals, LLLP

Bing Wu, Ph.D.

Division of Chemistry 11
Office of Generic Drugs
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 77-285
2. REVIEW #: 1

3. REVIEW DATE: 07-MAR-2005

4. REVIEWER: Bing Wu, Ph.D.

5. PREVIOUS DOCUMENTS:
Previous Documents Document Date
N/A

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original Submission September 29, 2004
Major Amendment October 1, 2004
Telephone amendment : October 25, 2004

7. NAME & ADDRESS OF APPLICANT.:

Name: Abrika Pharmaceuticals LLLP
13800 N.W. 2™ Street
Address: Suite 190
Sunrise, Florida 33325
Representative: Monique Weitz
Telephone: (954) 315-6600
Fax: (954) 315-6601

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Bupropion Hydrochloride Extended-Release
Tablets

Page 4 of 36




9.

CHEMISTRY REVIEW
Chemistry Review Data Sheet

LEGAL BASIS FOR SUBMISSION:
The RLD is Wellbutrin XL™ Tablets, marketed by GlaxoSmithKline, NDA 21-515. Two

- listed patents, US Patent Nos. 6,096,341 and 6,143,327, which claim the reference drug and

10.
11.
12.
13.
14.
15.

16.

expire on October 30, 2018. The applicant certifies that the two patents are invalid,
unenforceable, or will not be infringed by the manufacturer, use, or sale of Abrika’s drug
product. A revised Paragraph IV patent certification is provided on pp. 7-8 of the 10/25/04
Amendment.

An exclusivity statement is provided on p. 19 (v1.1). There is an M-10 exclusivity for the
RLD, which has expired on June 11, 2004.

PHARMACOL. CATEGORY: Antidepressant
DOSAGE FORM: _ Extended-Release Tablets
STRENGTH/POTENCY: 150 mg and 300 mg

ROUTE OF ADMINISTRATION: Oral Administration
Rx/OTC DISPENSED: X Rx __0TC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X___Not a SPOTS product

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

Buproprion Hydrochloride

o)

H
N_CH: Hcl
CH, CH?H"‘
Cl
Chemical Name: (£)-1-(3-Chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone
hydrochloride

Molecular Formula: Ci3H;3CINO'HCl
Molecular Weight: 276.21
CAS: 31677-93-7

Page 5 0f 36



CHEMISTRY REVIEW
Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
le TYPE HOLDER REFg%I‘lgCED CODE' | STATUS* | REVIEW | COMMENTS
! COMPLETED
T © % | Adequate 12/29/04
| b(4}
-
F
I b{4)
i
a b(4}
EL/ ‘)‘

! 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)

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION
N/A - '

18.

STATUS:

Page 6 of 36
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Chemistry Review Data Sheet

CONSULTS/ CMC

RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS

Microbiology N/A

EES Pending

Methods Validation N/A

Labeling Pending

Bioequivalence Pending

EA N/A

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:

Page 7 of 36




CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA 77-285

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

IL.

Not approvable — The firm needs to address the minor deficiencies identified in the
review.

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

Summary of Chemistry Assessments

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

Bupropion hydrochloride is structurally related to phenylethylamines. Its chemical name
is (£)-1-(3-chlorophenyl)-2-[(1,1-dimethylethyl)amino]-1-propanone hydrochloride. The
molecular weight is 276.2. The molecular formula is C3H;3CINO'HCI . Bupropion
hydrochloride powder is white, crystalline, and highly soluble in water.

Bupropion hydrochloride extended-release tablets (Bupropion HC1 ER Tablets) are
supplied for oral administration as 150 mg and 300 mg off-white extended-release
tablets. Each tablet contains the labeled amount of bupropion hydrochloride and the
following inactive ingredients: copovidone, hydroxypropyl cellulose, colloidal silicon
dioxide, magnesium stearate, polyvinyl alcohol, titanium dioxide, macrogol, talc,
methacrylic acid copolymer, triethy! citrate, colloidal anhydrous silica, sodium
bicarbonate, sodium lauryl sulfate, and povidone. Bupropion HCI ER Tablets, 150 mg
and 300 mg, are supplied in bottles of 30 tablets and ——.ablets. b(4)

Description of How the Drug Product is Intended to be Used
Bupropion HCI ER Tablets are indicated for the treatment of major depression disorder.

Basis for Approvability or Not-Approval Recommendation
Not-approval is recommended for the ANDA 77-285 for the following deficiencies:

o The drug substance specifications for Total Unidentified Impurities and Residual

Solvent - need to be revised. _ N
e Comments on the inactive ingredients — e, ANt
— should be addressed.
e Acceptance criteria for the —should be provided. b(4)
e Test protocol for the in-process blend uniformity test was not provided, and the
acceptance criteria for ———tablet weigh gainand ——:ablet weight

gain need to be justified.

Page 8 of 36
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CHEMISTRY REVIEW

Executive Summary Section

e The drug product release and stability specifications for ID need to be revised.

e Comments regarding the “ method for Residual Solvents in the drug substance and
the HPLC method for the Related Substances in the drug product need to be b(‘”
addressed.

o The storage statement for the drug product should be revised and the name and
address of the contract drug product manufacturer should be provided.

III. Administrative
A. Reviewer’s Signature

B. Endorsement Block
Endorsements (Draft and Final with Dates)
/;4/ 2l
HED-640/BWw/3/7/05,3/11/05 ﬁ@
HFD- 640/SRosencrance/DSkanchy for 3/ 14/05
HFD-617/Thinchliffe/3/14/05
f;/é)

C. CC Block
ANDA 77-285

DIV FILE
Field Cop

Page 9 of 36
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CHEMISTRY REVIEW

Chemistry Assessment Section

cc: ANDA 77-285
ANDA DUP
DIV FILE
Field Copy

Endorsements (Draft and Final with Dates): /,)3’
. 3I* |
HFD-640/BWu/3/7/05 /oo /

W//ﬂﬁ

HFD-640/SRosecrance/DSkanchy for 3/14/05 %,J%}N‘”)b“ 3l

HFD-617/THinchliffe/3/14/05 W 2fspr

F/T by: rad3/14/05
V:\FIRMSAM\ABRIKA\LTRS&REV\77285Rev1.doc

TYPE OF LETTER: NOT APPROVABLE — MINOR AMENDMENT

Page 36 of 36
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DIVISION OF BIOEQUIVALENCE DISSOLUTION ACKNOWLEDGEMENT

REVIEW
ANDA No. 77-285
Drug Product Name  Bupropion Extended Release Tablets
Strength 150 mg and 300mg
Applicant Name Actavis South Atlantic LLC
Submission Date March 20, 2008
Reviewer 'Nam Chun, Pharm.D.
EXECUTIVE SUMMARY

This is a review of the dissolution specification acknowledgement from the firm.

The firm has accepted the FDA post-approval commitment to conduct additional dissolution
testing using various concentrations of ethanol in the dissolution medium as specified by our
correspondence dated July2, 2007. The firm commits to provide the data within 6 months
after approval. '

The application is complete.
COMMENTS:
None

DEFICIENCY COMMENTS:

None

RECOMMENDATIONS:

From a bioequivalence point of view, the firm has met the requirements for in-vivo
bioequivalence and in-vitro dissolution testing and the application is approvable.

The firm has accepted the FDA post-approval commitment to conduct additional dissolution
testing using various concentrations of ethanol in the dissolution medium as specified by our
correspondence dated July 2, 2007. The firm commits to provide the data within 6 months
after approval.



L Completed Assignment for 77285 ID: 5160

_ Reviewer: Chun, Nam
Verifier: R

Date Completed:
Date Verified:

Division:  Division of Bioequivalence

Description:
Productivity: ‘ v
| ID | Letter Productivity Sub Category Productivity: Subtotal
: _ Date Category | N e
15160 :3/20/2008 [Dissolution Data Dissolution 1 0
i [Acknowledgement L |
i |Bean Total: | 0




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

Nam J Chun
4/3/2008 02:58:27 PM
BIOPHARMACEUTICS

N

Lizzie Sanchez
4/3/2008 04:46:26 PM
BIOPHARMACEUTICS



DIVISION OF BIOEQUIVALENCE REVIEW- ADDENDUM

ANDA No. 77-285

Drug Product Name  Bupropion XL Tablets
Strength 150 mg and 300 mg
Applicant Name Abrika

Address 13800 NW 2" St. Suite 190

Sunrise, Florida 33325
Submission Date(s) 09-23-04-
Amendment Date(s)  06-14-05, 12-07-05, 12-21-05

Reviewer Ethan M. Stier, R.Ph., Ph.D.
First Generic No
DSI - No Inspection Necessary

Addendum to a Review
1. Executive Summary

This is an addendum to the review of ANDA #77-285. Due to concern that certain extended-
release products may release drug rapidly when ingested with alcohol (“dose dumping”)’, the
Agency currently requests that the firm conduct additional dissolution testing using various
concentrations of ethanol in the dissolution medium. The testing conditions for the additional
testing are described in the Deficiency Comments section.

The application has previously been found acceptable with other bioequivalence requirement
2
aspects”.

II. Deficiency Comments

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 dissolution medium (see email in attachment), as follows:

Testing Conditions: 900 mL of 0.1 N HCI using apparatus I (basket) at 75 rpm, with and
without alcohol:

Test 1: 12 units of the drug products analyzed according to the proposed method (with 0.1 N

HC), with data collected every 15 minutes for a total of 2 hours.

Test 2: 12 units of the drug products analyzed by substituting 5% (v/v) of test medium with

Alcohol USP, with data collected every 15 minutes for a total of 2 hours.

' FDA News (2005). FDA asks Purdue Pharma to withdraw Palladone® for safety reasons (July 12, 2005),
http://www.fda.gov/bbs/topics/news/2005/NEW0105_ html.

? DBE review , dated September 23, 2004 (V:\firmsam\abrika\ltrs&rev\77285A1205)



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

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

Both the test and the reference drug products must be tested accordingly and data must be
provided on individual unit, means, range and %CV on both strengths.

III. Recommendations

The in vitro dissolution testing conducted by Abrika on its Bupropion Hydrochloride Extended

Release Tablets, 150 mg and 300 mg, is incomplete for the reasons cited in the Deficiency
Comments above.

The firm is requested to conduct additional dissolution testing as described in the Deficiency
Comments above.

IV. Attachments

From: Sayeed, Vilayat A

Sent: Thursday, June 22, 2006 9:16 AM

To: Conner, Dale P; Davit, Barbara M; Haidar, Sam H; Yu, Lawrence; Parise, Cecelia M;
Nerurkar, Shriniwas G

Cc: Buehler, Gary J

Subject: Protocol to assess alcohol impact - ANDA Bupropion ER (Wellbutrin XL)

Dear Al

Here is revised plan based on the in-put.
Please provide multi-point dissolution data using the following conditions:
(900 mL, 0.1 N HCI, apparatus 1, 75 rpm) with and without the aicohol. .

The products (test and reference) must be tested accordingly and data must be provided on individual
unit, means, range and %CV on both strengths.

12 units tested according to the proposed method with data collected every 15 minutes for a total of 2
hours.

12 units analyzed by substituting 5% of test medium with alcohol and data collection every 15 minutes for
a total of 2 hours.

12 units analyzed by substituting 20% of test medium with alcohol and data collection every 15 minutes
for a total of 2 hours.

12 units analyzed by substituting 40% of test medium with alcoho! and data collection every 15 minutes
for a total of 2 hours.

Any thoughts Thanks

Vilayat



BIOEQUIVALENCE DEFICIENCY
ANDA: 77-285 APPLICANT: Abrika, Inc.

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

The Division of Bioequivalence has completed its review of your
submission (s) acknowledged on the cover sheet. The following
deficiency has been identified:

Due to concern that some extended-release drug products may
release drug quickly (“dose dumping”) if ingested with alcoholic
beverages, the Agency currently requests that you conduct
additional dissolution testing using various concentrations of
ethanol in the dissolution medium, as follows:

Testing Conditions: 900 mL of 0.1 N HCl using apparatus I
(basket) at 75 rpm, with and without alcochol:

Test 1: 12 units of the drug products analyzed 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 of the drug products analyzed by
substituting 5% (v/v) of test medium with Alcohol USP, with
data collected every 15 minutes for a total of 2 hours.

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

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



Please submit standard operating procedures (SOPs) for the
dissolution testing above, individual dissolution data, mean
values, standard deviations, coefficient of variation (CV%), and
plots of the percent dissolved data.

We ask that these studies be performed as post-approval
commitments, and completed within 6 months of approval.

Please acknowledge your agreement to perform the aforementioned
dissolution studies.

Sincerely yours,
{See appended electronic signature page}
Dale P. Conner, Pharm.D.
Director, Division of Bioeguivalence

Office of Generic Drugs
Center for Drug Evaluation and Research

CC:77-285



ANDA 77-285

1. Addendum ~| Strength(s): 150 mg and 300 mg
(OTH) Outcome: IC & WC (Addendum for Additional
Dissolution Request)
Submission Date(s) 09-23-04, 06-14-05, 12-07-05, and 12-21-05
BIOEQUIVALENCE OUTCOME DECISIONS: AC — Acceptable

IC — Incomplete
UN — Unacceptable
WC — Without Credit




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

Ethan Stier
6/27/2007 09:37:14 AM
BIOPHARMACEUTICS

Shriniwas G. Nerurkar
6/27/2007 09:47:45 MM
BIOPHARMACEUTICS

Barbara Davit
6/28/2007 03:07:04 PM
BIOPHARMACEUTICS



Bupropion XL Tablet | 1
~ ANDA 77-285 -

DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. ‘ 77-285

Drug Product Name - Bupropion XL Tablets
Strength 150 mg and 300 mg
Applicant Name Abrika

Address 13800 NW 2™ St. Suite 190

Sunrise, Florida 33325
Submission Date(s) 09-23-04
"~ Amendment Date(s)  10-01-04

Reviewer . Ethan M. Stler, Ph D.
~ First Generic ~ No

File Location V: \firmsam\abr1ka\ltrs&rev\7 7285N0904
L Executlve Summary ’

This application references Wellbutrm® XL Tablets and includes one fastmg and fed BE
study. The fasting study is a single-dose two-way crossover study using a total.of 26

“healthy male volunteers given a dose of 1 X 150 mg. The results (point estimate, 90% CI) '

-~ of the fasting BE study for bupropion are LAUC® 0.95, 83. 72 107. 09, LAUCT 0 95,"
83.71- 107 89, and LCmax of 0.91, 80. 25-104.53. .

" The non—fastmg study isa smgle—dose two—way crossover study using a total of 28 L
healthy male volunteers given'a-dose of 1 X 150 mg. The results (pomt estimate, 90% CI) -

o of the non-fastmg BE study for bupropion are LAUC® 1.02, 98.66- 106 04, LAUCT 1.02,

~ 98.66-106. 18 and: LCmax of 1.04, 93 38-116.14.

' The bloequlvalence studles are 1ncomp1ete The ﬁrm needs to prov1de add1t10na1
; bmformatlon regardmg potency and content umformlty for the products

_',The firm has requested a waiver of in vivo BE study requlrements for the 300 mg XL -

. tablet. The formulation of the buproplon 300 mg XL tablet is proportlonally similar to the R
L 150 mg XL tablet which underwent bloequlvalence testmg However the. d1ssolut10n ‘

i testing is mcomplete The ﬁrm must prov1de addltlonal 1nformat10n

- A walver,o‘f, in vivo blo‘equlvalence_study requlr,ements for the 300 mg XL tabiet o_f. the 5 ‘~ Sk

" test product will be granted upon receipt of a satisfactory response to the deficiencies. ~ =

-~ The application is incomplete.
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AL Submission Summary :

A

Drug Product Informatlon

L Test Product | » " Bupropmn XL Tablets

o Reference Product Wellbutrin XL®

“RLD Manufacturer SmlthKhne Beecham (as 11sted Orange Book) »

NDA No.

21-515

 RLD Approval Date  08-28-03
- Indication: ‘ To treat depression.
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B. PK/PD Information

Bioavailability

Food Effect

Tmax
Metabolism

Excretion

Half-life

The absolute bioavailability has not been determined
since there is not an I.V. formulation available for -

‘bupropion. Studies have shown that the 300 mg XL

tablet has similar bioavailability to 3X100 mg
immediate release tablets under steady-state
conditions.

Food does not affect the Tmax

- 5 hours

Bupropion is extensively metabolized. There are
three active metabolites: hydroxybuproplon

- threohydroxybupropion, and

erythrohydroxybupropion. The relative potencies of
the metabolites relative to the parent compound are
50%, 20%, and 20%, respectively. CYP2B6 is the

- principal isoenzyme involved in the formation of
~hydroxybupropion.

87% to 10% of the drug was recovered in the urine
and feces, respectively

Bupropion: 21 hours after steady dosing
Hydroxybupropion: 20 hours

_ Threohydroxybupropion: 33 hours

~ Relevant OGD or DBE -
History

Erythrohydroxybupropion: 37 hours

" The dissolution portion of this application has been
: prev10us1y reviewed by DBE
“(see: ' V: \ﬁrmsam\abnka\ltrs&rev\77285DO904)

~ The dissolution testing method and specification have -
“not been determined for this product. They will be
_determined-after the firm responds to the deﬁclency
“related to dlssolutlon testing. -

There is-one other ANDA submission for this test
product (77-284/Anchen). The most recent control
document (04-344 to the firm Anchen on 05- 18 04)
made the followmg recommendatlons

L Bloequlvalence of the 150 mg XL tablet of
the test and reference products shouldbe -
based on an in vivo bioequivalence study
conducted under fasting and fed condltlons '

2. The 150 mg tablet is the RLD for this test,
* product and should be used for ‘
bioequivalence studies due to safety concems’
regarding the 300 mg tablet '
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| CTD Tables

ANDA 77-285
. The sponsor may submit a request for a
waiver of in vivo bioequivalence study
requirements for the 300 mg XL tablet of the
test product if this product (i) has
compositional proportionality to the 150 mg
XL tablet tested in the bioequivalence study,
and (ii) exhibits a dissolution profile similar
to the 150 mg XL tablet.
. Wellbutrin XL tablets are a USP product.
“Comparative dissolution of the test and
reference products should be conducted
following the procedure given in the USP
-XXVII and the test products should meet the
- USP specifications.
Agency Guldance -
Drug Specxfic Issues (1f any)
C. Contents of Submlssi_on'-,
Study Types - - Yes/No? How many?
| Single-dose fasting ~_Yes ’ 1
| Single-dose fed - ~Yes ‘ 1
| Steady-state - No ' -
| In vitro dissolution Yes ' 2
- | Waiver requests ~ Yes 1
| BCS Waivers 5 . No ' e
| Vasoconstrictor. Studles No = -
Clinical Endpoints “"No ‘ L -
| Failed Studies =~ " No = -
| 'Amendments "No. - ‘ BRI
Yes: - - o o 8
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D. Pre-Study Bioanalytical Method Validation (provided by firm as CTD

table)
Volume Page (Bioanalytical Report)
Analvte { *Bupropion (Page000733 )
vt *Hydroxybupropion (Page 000733)
‘Internel standard (IS) *Threohydroxybupropion-d, (Page 000733)
Method description Liquid-liquid extraction v(Page 000594)
Limit of quantitation (ng/mL) Bupropion: 1.00 (Pages 000614 & 001989)

Hydroxybupropion: 1.00 (Pages 000614 & 001990)

Average recovery of drug (%)

Bupropion: 64.33, 71.11, 79.10

(Pages 001826 & 001982)
Hydroxybupropion: 52.59, 58.67, 68.01
(Pages 001826 & 001983)

Average recovery of IS (%)

70.82 (Pages 001826 & 001984)

Standard curve concentrations (ng/mL) |

~| Bupropion: CS1: 1.00, CS2: 2.00, CS3:.40.00, CS4: 80.00,

CS5: 160.00, CS6: 240.00, CS7: 320.00, CS8: 400. 00 (Page

- 1001974)

Hydroxybupropion: CS1: 1.00, CS2: 199 CS3: 39.88, CS4:
79.76, CS5: 159.52, CS6: 239.28, CS7: 319.04,

CS8: 398.80 (Page 001975)

. QC coﬁcentraﬁons (ng/mL)

Bupropion: QC1: 3.00, QC2: 119.86, QC3: 279 66
(Pages 001825 & 001978) .
Hydroxybupropmn QC1:2.99, QC2 119. 66, QC3 279 22

'| (Pages 001825 & 001979)

QC Intreday precision range (%)

T Bupropion: LLQC: 2.94, QCI: 1.97, ch 2.52, ch 073,
| ULQC: 1.20 (Pages 001825 & 001980)

Hydroxybupropion: LLQC: 3.84, QC1: 1.98, QC2 4.28, QC3:VV

1-2.35, ULQC: 1.87 (Pages 001825.&001981) -

QC Intraday accuracyv.range_v(%): T

Bupropion: LLQC: 104.17, QC1: 101.11, QC2: 98 75, QC3
101.01, ULQC: 102.36 (Pages 001825 & 001980) S
Hydroxybuproplon LLQC: 97.83, QC1: 102.40, QC2: 96.90,

QC3: 99.47, ULQC: 100.38 (Pages 001825 & 001981)

| QC Interday precision rangev(%). a3

| Bupropion: QC1: 7.20, QC2: 2.51, QC3 3. 36

(Pages 001825 & 001978)

‘Hydroxybupropion: QC1: 9 86, QC2: 3 76 QC3 3 40 (Pages
1001825 & 001979) ‘

| QC Interday accuracy range (%)

Bupropion: QC1: 95.03, QC2: 99.00, QC3 100 11 o

(Pages 001825 & 001978)

Hydroxybupropion: QC1: 95.94, QC2: 102:37,
QC3: 101.25 (Pages 001825 & 001979) -

| Bench-top stability (hrs)

Bupropion: 2 hours at room temperature and 10 hours at 4°C

| (Pages 001822, 001945, and 001949)

Hydroxybupropion: 24 hours at room temperature and 24
hours at 4°C (Pages 001822, 001946, and 001949)

| ‘Stock stability (days)

Bupropion: 48 days at —20°C (Pages 001823 & 001958)
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77 days at —80°C (Pages 001823 & 001962)
Hydroxybupropion: 48 days at —-20°C (Pages 001823 &
001959)

77 days at—80°C (Pages 001823 & 001963)

1S:48 days at —20°C (Pages 001824 & 001966)

77 days at —80°C (Pages 001824 &001967)

| Processed stability (hrs) |

Bupropion: 91 hours at room temperature

| (Pages 001828 and 001998).

Hydroxybupropion: 91 hours atroom temperature
(Pages 001828 and 001998)

| Freeze-thaw stability (cycles)

| Bupropion: 4 at —20°C and 4 at —80°C
‘(Pages 001821, 001822 and 001937, 001941) .

Hydroxybupropion: 4 at -20°C and 4 at —-80°C -
(Pages 001821, 001822 and 001938, 001942)

Long-term Stora_ge stability (days)

Bupropion: 616 days at —80°C (Pages 001824 and“001968)

‘ Hydroxybupropion: 616 days at —80°C (Pages 001824 and-
1001969) -

Dilution integrity

| Bupropion: QC3: CV(%) 1.03, Nommal (%) 97. 18
DQC: CV (%) 1.98, Nominal (%) 97.06 '

(Pages 001827 and 001991) :
Hydroxybupropion: QC3: CV(%) 3.27, Norminal (%) 97 67
DQC: CV (%) 3.75, Nominal (%) 97.09

(Pages 001827-and 001992)

| Selectivity

| Bupropion: No significant interferences were observed m9out ¢
| of 10 matrix. (Pages 001826 and 001985)

- Hydroxybuproplon No mgmﬁcant 1nterferences were
| observed in 9 out of 10 matrix.

| (Pages 001826 and 00185)

.- Note: The ﬁrm prov1ded the pre-study bloanalytlcal method validation data for the parent

and metabohte ina smgle table.
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,E' In Vivo Studies

1. Single?dose;Fas_ting Bioequivalence Study

Study Summary, Fasting Bioequivalence Study
‘Study No. 41040
Study Design Single-dose, two-way crossover, fasted

No. of subjects enrolled

28

No. of subjects completing

28

No. of subjects analyzed

26 (Note: the protocol states that data from the
first 26 subjects to complete the study will be

analyzed. Therefore, although all subjects
.completed the study only 26 were analyzed)

‘| Subjects (Healthy or Patients?)

Healthy
Sex(es) included (how many?) | Males: 28 Females: 0
Test product Bupropion XL tablet
Reference product  Wellbutrin XL Tablet
Strength tested 150 mg
| Dose 1X150 mg

. The following CTD tables »w'ere provided by the firm.

" Bupropion Bydrochloride Fxtended-Releaze Tabletz 150 mg and 300 mg Abrika Pharmacenticals LLLP
ANDA77-18% ‘Bioequivalency Amendment
Section VL BABE S : h '
Table 1A, Sunm::lry of Bioavailability Studies for Bupropion
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A.Buprop_ion, (1 x 150 mg) .
Geomefric Means, Ratio of Means and $695 Confidence Infervals
Project 40140, Fasted Bioeguivalence Stady
Paramefers “Test [EV] Reference (B} |  Rafio A'B WWBCL
AUCy, . {ozhimly 032 . @Ml 95.03% ‘ 83 %50 107, M
AUG, e {zhiml) 83445 e Qe 83 e !O?Wu
Cne {agmi} 7680 83485 0150% | S023%wI0453%

Table $ A Resaslysis of Stody Sainples for Beprogion, Fasted

Study No.40140 .
A Rozdowized S2gie-Dioce, Tae-Way Cm&whmamvﬂ#ﬂmﬁmdvcf ‘Bupropicn XL Table: Formmalatioos i
Fastod Womized Hoyithy Subiscts
. Number of recalsuiated sl weed after
Mrmmbar of sawple: swanalized reamalyeis )
Fansen why asszy ot wpsisd Achod wreaber ) Seof Total Assyys Actua] smmbsr % of Toal Ascyye
- T B T )3 T R T "R
2 iizatic! [ [2E [X] 00 1] [] R [
[ Amaivtice] supsa 5 2 | & 037 5 2 L] 817
TT —oatilo 3 - :
ponse 3 2 o IR 5 3 644 017
Totz] 7 B (55 I b} ] TH T.I7

llxpwn I!l)q mmcna:mm
mmﬂmx&; Lng Lo e GEDRG

2. Smgle dose Non-fasting Bloequlvalence Study .

Study Summary, N on—fastmg Bloeqluvalence Study

[StudyNo. 41041

| Study Design A .| Single-dose, two-way crossover, non—fastmg ;

| No. of subjects enrolled 1.30 : : '
No. of subjects completing | 28

| No. of subjects analyzed - [ 26

| Subjects (Healthy or Patients?) | Healthy

: Sex(es) included (how many") | Males: 28 Females: 0.

.| Testproduct | Bupropion XL tablet .
- Reference product = - | Wellbutrin XL Tablet -
| Strengthtested =~ '150mg -
| Dose L ' 11X150 mg -~

‘7 The following CTD tables were provvidedj by the firm.
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Bupropion Hydrochloride Extended-Relesse Tablets l‘& mg and 300 mg Abrika Ph:m:mualsuz.?
ANDATT-I88 Bwequmimcy Ammdmmt
Section V1. BABE
: Table 1 A, Summary of Bivavailability Studies for Bupropion
. Mean Paramoeters (5D)
Sridy Study T'E‘:?."’ Sebjects (No- M) Type, ' : Stady
Ref No. | . Objective iﬁ:’("ﬁ;’.‘)’t c - AUC,, | AT%% T X, Report
¢ 3 K l A
P o ‘ @ | & " ev] o |6
Mg,@.ﬁ.‘? | | empny s
. o y s
. Pwony ? t&:n W
Bekgie brsskerized, Saais et fogley; ‘
s E“‘;“J,‘:f“’ sisgodor, e )-‘iﬁ?mx; : ot
By Wellasrin X1 ;ﬁﬁth o mé;lw-’ |
m-ﬁmin Kkl . ‘-‘F;ﬁ”‘ prynll L [P W
ity it Il?!{w L34 7Y £HSAL ek G | pRad
) O44EP . .
Yappeyion 1
m ; 05407 N ;
et i A e B Bl B S -
R uitele %N Sheongidig v ' v
v I nbonicrin. WS
o Bicaschibaty o Shyniza ‘
aeat | Byl v 3 (1548 1 ket
; Eipropise . .un -nymmm Fage DRSS |
s Wellani=d)® | Dwn st facateistionl ealpaie = ‘
Famdabino it uxmw} *® SAS QLY. Lol
Enesluid Mol Loistiaisine o e 1 owan | 94
00
'Mo&nl" TR
C. Buproplon (1X150 mg)
Geometrlc means, Ratio of Means and 90% Confidence Intervals
L ' Project 41041, Fed bloequlvalence Study R
' Parameters Test (A) - Reference (B) | Ratio A/B - 90%ClI -
. AUCy. 99213, N 969.33 -102.35 98.66-106.18 -
- AUCq.» -1032.08 1009.02 102.29 - 98.66-106.04
- Crax 89.81. 86.24 104:14 - "93.38-116.14

_ Note The firm’s table had a typo grapmcal error for the Reference AUCo-t value.
Therefore, the firm’s submitted table was not used. All other values for the submitted
tables are correct. Also, the firm correctly reported the value in the statlstlcal analysis -

. sectlon in the ANDA.
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Buzeopize Hydrochlerids Extanded-Reloncs Tablee: 150 nﬂ 30
it T
Seciioo VI.BAVEE

Abeike Pisrmaconioal: LELY
Biswqerhacy Ansncdoasce

Table § C. Reanalyzis of Stndy&@lez for B‘upmplu. Fed

Stody Ko 9]
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F. Formulation

Location in appendlx
~ Are inactive ingredients within IIG limits?
If no, list ingredients outside of limits
If a tablet, is the product scored?
If yes, which strengths are scored"
Is scoring of RLD the same as test?
1Is the formulation acceptable?
_If not acceptable, why?

Yes
N.A.
No

N.A.

RLD tablets are not scored
Yes
N.A.
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" G. In Vitro Dissolution

Firm’s Method
Medium

Volume (mL)

USP Apparatus type
Rotation (rpm)
~ Firm’s Proposed Speclficatlon

FDA-recommended method
(source)

F2 metric calculated?

- - Ifno, neason why F2 not calcuiated

- Is method acceptable?
If not then why?

' 'H.v Waiver Reqnest(s) .

Strengths for which ,waivere are requested

Regulation cited

: Proportional to strength tested in v1vo‘? e

Is dissolution acceptable‘7 )
- Waivers granted‘7
If not then why"

L Deﬁclency Comments o

1

“pH Switch” — 0.1 N HCI followed by pH
6.8 buffer , ‘
Acid Stage: 750 mL of 0.1 N HCI

Buffer Stage: 1000 mL of Sodium Phosphate
Buffer (0. 05 M), pH 6.8

o ’

50

2 hrs: =

3 hrs: o b(ﬁ)

- 8 hrs:

16 hrs; -

- There are three methods listed in the USP 28

~ for this test product. Based on'in vitro

' d1ssolut10n testing, the firm developed an
alternate method.

A F2 0f 56.7 was calculated for compar.iSOn
of the 150 mg test product to the 300 mg test

~product in the pH switch buffer.

N.A.

"No

The firm did not provide a SOP for their

~ proposed dissolution testing method.

300 mg XL tablet
- 21 CFR 32022 @ (2)
~ Yes
No
- No N
~ Due to deficiencies.

1. vThe ﬁrm d1d not prov1de a SOP descnbmg thelr proposed dlssolutlon | o

_ testmg method.

2. The ﬁrrn d1d not prov1de the potency of the RLD formulatlon

3. The ﬁrm d1d not prov1de the content umforrmty of the test product

4. The ﬁrm did not prov1de the time penods (dates of analys1s) for plasma
“sample analysis for the fasting and non- fastmg b1oequ1valenee studies.
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J. Recommendations

1. The in vivo bioequivalence study conducted under fasting
conditions by Abrika comparing its 150 mg bupropion XL tablet,
to the reference product Wellbutrin XL® 150 mg tablet (GSK) is
incomplete due to deficiencies #2-4.

2. The in vivo bioequivalence study conducted under non-fasting
conditions by Abrika comparing its 150 mg bupropion XL tablet,
to the reference product Wellbutrin XL® 150 mg tablet (GSK) 18
incomplete due to deficiencies #2-4.

3. The dlssolutlon testlng conducted by Abrika on its buproplon XL
tablets, 150 mg and 300 mg is incomplete due to deficiency #1.
Recommendations for the dissolution testing method and

.. specification will be determined after the deficiency has been
~ addressed.

E 4. The formulation of Abrika’s 300 tg bupropion XL tablle’t is
: proportlonal to the 150 mg buproplon XL tablet, which underwent
- in vivo bioequivalence testing. A waiver of a bioequivalence

requirement for the 300 mg bupropion XL tablet will granted after
the deficiencies have been addressed.

The aﬁplicﬁﬁqn is_incomplete.

% s
Dals P. Conner, fhm D. ' nﬁ/&u ' NISQ/OS

~ Director, Division of Bloequlvalence
~»Ofﬁc‘e_ of Generic Drugs
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IV.  Appendix

A. Individual Study Reviews
_ 1. Single-dose Fasting Bioequivalence Study
a) Sfudy Design

Study Information

Study Number 40140 :

Study Title A randomized, szngle—dose two-way

: crossover relative bioavailability study of

Bupropion XL tablet formulations in fasted,
normal, healthy : ,
Subjects

Clinical Site SFBC FT. Myers, Inc.
3745 Broadway, Suite 100
Ft. Myers, FL 33901
USA

- | Principal Investigator

: jAntonid R. Piziard, MD.

Dosing Dates Period I: 6/26/04
L , Period II: 7/10/04
‘Analytical Site T 9
1 R e >
| Analytical Director o _ —
'| Analysis Dates . - .~ I NotProvided
‘|- Storage Period (no. of days from the first

.| dayof sample collectlon to the last day of

47 days

& | :sample analysns)

b4y
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Treatment 1D A B
| Test or Reference Test Reference
| Product Name Bupropion XL Tablet Wellbutrin XL Tablet
Manufacturer Abrika | SmithKlineBeecham
Batch/Lot No. CF4CYO3N10 04C049P
‘Manufacture Date 06/04 { N.A.
Expiration Date N.A. 7/05
| Strength 150 mg 150 mg
Dosage Form Tablet | Tablet
Batch Size _— . —
Production Batch Size The firm reported that N.A.
the production batch
size will be the same as
‘the biobatch.
Potency (%) 98.1 Not prov1ded (N.P.)
Content Uniformity (mean, %CV) N.P. N.A. :
Formulation See Appendix Section B
Dose Administered - 1X150:mg 1X150 mg
| Route of Administration oral
‘No. of Sequences {2
| No. of Periods |2
-| No. of Treatments 2
-|:No. of Groups 1 :
| Washout Period 14 days

| Randomization Scheme
| (subjects analyzed)

| - 1 AB:1,2,5,6,8,9,10,16,17,18,21,25,26,27
BA: 3,4,7,12,13,14,15, 19,20, 22,23,24

Blood Sampling Times (h)

-Pre-dose, 1.5, 2, 3,4, 4.5, 5556657758 10,

12, 16, 20, 24, 36,48, 72 and 96

| Blood Volume Collected/Sample

1.7.mL

Blood Sample Processmg/Storage

Centrifuged and stored at -30°C

: IRB Approval Yes -
- .| Informed Consent o | Yes .
‘Subjects Demographics ‘See Table 1

| Length of Fasting

At least 10 hours" —

| Length of Confinement

~Subjects were confined ﬁom at least 20 hours' pnor

to administration till the 24 hour sample is collected

Safety Monitoring

Comments on Study Desngn

Vital signs were monitored -

The firm did not provide the potency of the RLD product content uniformity of the test

_ product, dates of sample analysis.

b(4)
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b)) Clinical Results
- Table 1 Demographics of Study Subjects

Bupropion Hydrochloride Extended-Release Tablets 150 mg :md 30D mg Abrika Pearmacenticals LT
ANDA 77285 . _ Bicequivalency Amendmen
Section VL. BA'BE . ‘
Table 6 A, Demographic Profile of Subjects Completing the Bivequivalence Studies, Fasted
‘Proiect No. 40140
‘Ravdomizatiop !
Categors : 4B B/A | Total
Ape (yaams) Mean+ SD 314 = 86 317 %= 8% 315 = §¢§
Range % - & T 18 - 45
[ Medinn 305 323 305
N v T 14 o m
Age Groug: <IE 0 00% 3 ¢ 1 0% ) 0 00% 3
R ' 11 (6% ) il 786N D (- TE6% )
31-6¢ 3 M4 3.0 2 6 ( 314% 3]
18575 0 (  ob% - 6 ( e0% ) D - D0% )
=73 D (__00% ) 04 00% )] 0 { 00w )
| Genger Femle 6 (.  00% } ¢ {  00% ) 0 0% )
| Mate 14 (10008 ) 34 { 1000% ) ¢ -1000% )
Race Asian 0 (0% ) 0 (- 00% ) D { 00% )
African Arencan 1 (. % TR { 0% ) 1 { 36% 3
Cavesizn__ T { 183% ) ) 3 (. T% )
, v Fispanic __ 1L (. W% 3| -3 { W000% O] . 35 ( B3% )
Esight {an) Mean SD 1786 = 66 1770 & 37 IR3 = 62
S " Bamge , 16768 - 1880 1702 - 188X 1676 - 1880
Medine 103 1353 1778
- K] v v 14 1 B R
Weignt kg~ Mean2 SD - 567 = 120 834 & 93 335 = 107
: | Bange - R 659 - We5. | w01 - 104l 659 - 1045
{ Medinx S BT T T 516 N T
BMIGENY 0 | Mean=SD S = AT p63 w24 | 28w a5
‘ " | Fange SR A5 - 208 | W4 - 06| 315 - 30D
Median 273 Y ‘ 263
- - Table 2 Dropout Information
Subject No | Reason SRR : o | Period . | Replaced?

‘None
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Table 3 Study Adverse Events

Table 7. Incidence of Adverse Events in Individual Studies

System Clazs

40140 -

40141

COSTART

A

B

A

Inj &P

B

-1

Inv

Tachyecardia

Hypertens

Iuind | o

[Nerv

Headachs

Scrmeolence

1

[ 2]

Skin

Petechiae

Rash

1

TOTAL

2

L

£

4

16

Note: 41040 is the fasting study; 41041 is the non-fasting study.

Table 4 Protocol Deviations

| Type

Test

(Total #) |

Ref

"Pre-Dose.

(Total )

Post-Dose

Subject lied down during
1 restricted time - '

2

(Total #)

(Total #)

| Sampling Time Deviation (The
absolute time of deviation ranged-
from 2.1 t0 7.3 % for sampling
times of 3-96 hours. If a sampling

| time deviated more than 2% from _

the actual time the actual sampling
| time was used to calculate
| pharmacokinetic parameters.

6

’ Subject arrived late to.the clmlc '

| ;SubJect 11 drank coca cola 25

| minutes prior to dosing. Sub]ect’ :

data was not analyzed.

: 2 -Plasma sample was centrifuged

within 1-19 minutes of scheduled
- time

15

o ,Comments on Adverse Events/Protocol DeVIatlons

The number of adverse events in the test product treated group was lower than
those observed in the RLD treated group. The reported adverse events d1d not
influence the outcome of the study
‘One protocol deviation (subJect 11 drank coke pnor to dosmg) led to the subJect s

not being analyzed
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c) Bioanalytical Results

Table 5 Assay Quality Control — Within Study

- . Bupropion

(ng/mL)

QC Conc.

3.0

120.1 280.22 60.05

Inter day
Precision

(%CV)

4.32

362 416 11.36

Inter day
Accuracy
%)

Standard
S Conc.
(ng/mL)

105.44

1.0

105.78 1053 10524

17

Inter day
Precision

|(ACY)

248 | 3.79

2.35 279 | 25 236

221

2.62

~|Inter day

Accuracy

(%),

99.7 | 100.75

102.17 | 9932 | 98.12

99.23

|"100.4

100.45

~ |Linearity -
-~ |Range (range -
of R* values)

1 0.9992-0.9997

Comments on Study Assay Quallty Control:

|Were chromatograms serlally or
|randomly selected" ‘ -

~Acceptable
Any lnterferin'g peaks’in “INo~
- |chromatograms? - 2 1
| Were 20% of chromatograms mcluded" {Yes -
| Serially

Comments on Chromatograms

Acceptable

" Table 6 SOP’s dealmg Wlth analytlcal repeats of study samples :

‘SOP Tltle

SOP No ) Date of SOP
ANI 07-01-03 Sample Reassays and Reportmg of Fmal
156.08 ‘ Concentrations
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Table 7 Additional Comments on Repeat Assays

Were all SOPs followed?

Yes

Did recalculation of plasma concentrations

change the study outcome?

There were no repeats classified as PK.

Does the reviewer agree with the outcome | Yes
of the repeat assays?
If no, reason for disagreement N.A.

‘Summary/Conclusions, Study Assays:

Acceptable

d) Pharmacokinetic Results

Table 8 Arlthmetlc Mean Pharmacokmetlc Parameters

: Buproplon
TEST REFERENCE o
PARAMETER | UNITS — , RATIO TR |-
: MEANI1 | %CV {MEAN2 | %CV :
AUC,., nghvmL | 87813 | 2899 | 91594 | 2923 0.96
AUC, nghr/ml | 84372 | 29.89 | 87592 | 30.07 0.96
CMAX ng/mL | 8037 | 3075 | 89.63 | 4222 | 0.0
KE | hour’ 004 | 2800 | 004 | 2826 |  1.06
'LAUCI | nghvmL | 83946 | 0.04 | 88204 | 003 | 095
LAUCT nghr/mL | 80437 | 0.04 | 84181 | 003 | 096
LCMAX ngml | 7697 | 039 | 380 | 043 | 092
THALF hour | 1739 | 3180 | 1835 | 3183 | 095
TMAX | howr | 633 |60s1| 49 | 1506 | 128
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Hydroxybupropion C _
- (. TEST REFERENCE
PARAMETER | UNITS — RATIO T/R
MEAN1 | %CV |MEAN2| %CV
AUCq, | nghvmL | 9503.17 | 41.11 |10322.33 | 35.58 092
AUCy; | nghvmL | 8769.06 | 40.63 | 9485.81 | 35.49 0.92
CMAX ng/mL 203.50 | 35.13 | 21324 | 36.17 0.95
KE hour' | 003 | 1621 | 003 | 1526 1.04
LAUCI nghr/imL | 870878 | 0.01 | 9686.30 | 0.00 0.90
LAUCT | nghrmL | 806298 | 0.01 | 892034 | 0.00 0.90
'LCMAX ng/ml | 19274 | 017 | 20134 | 0.17 0.96
THALF ‘hour 2340 | 1729 | 2433 | 1676 0.96
TMAX hour 15.77 33.14 | 13.15 | 39.65 1.20

Table 9 Geometric Means and 90% Confidence Intervals

Bupropion
PAR TER TEST REFERENCE RATIO T/R 90%CI
o B | LSM1 LSM2 RLSM12 | LOWCI12 | UPPCI12

AUC,., | 87448 91657 | 095 8292 | 107.90
AUC,, | 84010 87664 | 096 . 82.89 108.77 -
- CMAX 8030 | 9004 . 0.89 73.69 10468 |
LAUCI 834.45 88128 095 | 872 | 10709
'LAUCT 799.32 841.10 0.95 8371 | 107.89
LCMAX 76.80 " | 83.85 092 8025 | 104.53
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Table 10 Additional Study Information

.20

Bupropion
Root mean square error, LAUCO-t | 0.2666
Root mean square error, LAUCoo 0.2586
Root mean square error, LCmax 0.2777
- { Kel and AUCw determined for how many subjects? | 26
Do you agree or disagree with firm’s decision? Yes
Indicate the number of subjects with the following:
~-measurable drug concentrations at 0 hr 10
-first measurable drug concentration as Cmax N.A.
No

Were the subjects dosed as more than one group?

Comments on Pharmacokmetlc and Statistical Analysis:
Metabolite (hydroxybupropion) plasma concentrations were comparable for the test and

reference products

Analysis of the parent and metabolite data is acceptable

Summary and Conclusions, Single-Dose Fasting Bioequivalence Study:

‘Incomplete
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Table 11 Mean Plasma Concentrations of Bupropmn, Single-Dose Fastmg

- Bioequivalence Study
Test (n=26) - Reference (n=26)
-~ Time (h) | Mean Conc. %CV Mean Conc. %CV - TR
(ng/mL) | _(ng/mL)

0 0.00 : 0.00 . |

15 157 296.43 176 20776 | 089

2 6.77 20043 807 | 13778 084

| 2820 199,93 3370 9394 084

4 4440 86.10 5906 52.87 075

45 | so0 70.88 7285 52.65 0.70

5 6548 40.54 78.73 51.71 0.83

55 | 6126 3868 7192 4488 | 085

6 50.57 40.56 7006 | 4L16 085
65 | s877 4388 66.32 3457 | 089

7 5386 | 4404 | 5907 3299 © 091

75 | - 5256 4437 | 5535 | 317 | 095

8 | 4975 3068 | sl06 | 3084 | - 097

10 | 3866 | a1sa 37.79 2880 102

12 | 387 42.33 3141 3461 1.08 -
16 1906 a6 | 1908 | 338 | 100
20 | una4e | 3403 | w3 | 3499 | oo
24 1207 | 13439 950 | 3mas | 126

o 36 | a4z | 3528 437 | 3115 | 097
o e 21 | aoes 205 | 384 | 093

e T2 105 d7ser | 1as 7220 | 091
96 023 C 21204 | 021 | 24030 | 108
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levels
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Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study

Figure 1 Bupropion Levels for Fasting Study

“Plasma Bupropion Valu'es
Bupropion XL Tablet 150 mg, ANDA 77-285
Dose=1X150'mg under fasting conditions

2
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2. Single-dose Fed Bioequivalence Study
a) Study Design
| Study Information '
Study Number 40141 :
Study Title A Randomized, Single-Dose, Two-Way
: Crossover Relative Bioavailability Study of
Bupropion XL Tablet Formulations in
Normal, Healthy Men F ollowmg a Standard
: Meal
Clinical Site SFBC FT. Myers, Inc.

3745 Broadway, Suite 100

Ft. Myers, FL 33901

USA

Principal Investigator

Antonio R. Pizzaro, M. D

| Dosing Dates Period I: 07-10-04
' . Period II: 07-24-04
| Analytical Site - >
1 L - J
Analytical Director . NE
| Analysis Dates Not Provided
| Storage Period (no. of days from the first 49 days

day of sample collectlon to the last day of |

| sample analysxs)

b(4)
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Treatment ID A B :
Test or Reference | Test Reference.
- | Product Name | Bupropion XL Tablet ‘Wellbutrin XL Tablet
| Manufacturer Abrika ‘| SmithKlineBeecham
Batch No. CF4CY03N10 04C049P
Manufacture Date 06/04 N.A.
| Expiration Date N.A. | 7/05
Strength 150 mg | 150 mg
| Dosage Form Tablet | Tablet
Batch Size (tablets) — ‘ h(4)
Production Batch Size The firm reported that the NA.
(tablets) production batch
size will be the same as the
biobatch.
Potency 98.1 Not provided (N.P.)
Content Uniformity N.P. N.A.
(AVG/RSD) - v
- {Formulation See Appendix Section B
.| Dose Administered: 1X150 mg 1X150 mg
-{ Route of Administration | oral
No. of Sequences 2
| No. of Periods 12
1 No. of Treatments 2
| No. of Groups |1 ,
| Washout Period , | 14 days - B '
|{'Randomization Scheme ‘AB:3,7,8,9,10,14,15, 17 19,20,21,27, 30 -
i 'BA1245611131618222324252629'
Blood Sampling Times (h) Pre-dose, 1.5, 2,3,4,5,5.5,6,6.5,7,8,9,10, 12,
I S 16, 20, 24, 36, 48, 72, and 96
_ Blood Volume Collected/Sample | 7mL = .
| Blood Sample Processmg/Storage; : Centnfuged and stored at -70°C
IRB Approval .. L Yes
| Informed Consent - - . | Yes~
| Subjects Demographics See Table 13
| Length of Fasting before Meal SubJects fasted for at least 10 hours pnor to -
B o | consuming the high-fat meal.
Length of Confinement Same as fasting study =~
- | Safety Monitoring - | Same as fasting study
| Standard FDA Meal Used? = = | Yes = e

‘Comments on Study Design:
- The firm did not provide the potency of the RLD product content uniformity of the test
product, dates of sample analysis.
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b) Clinical Results
Table 12 Demographics of Study Subjects
Table 6 B. Demographic Profile of Subgects Completing the Bioequivalence Studies, Fed
Project No. 40131
Randomization
| Category . AB BA Total -
[Aze tyezrs) Mean = SO 15 = 61 38 = 103 342 = 82
|Rmee ST w - 48 9 - 3
Medion 34 3l 33
N 15 15 30
Age Croup: 1§ 0 00% ) T (  00% 3 D (o0 3
g0 12 (oo 3| 1 ¢ 667% ) N ( BI% Y
4164 3¢ 0% ) 5 ( 333% ) 8 (267 M
5 0_(_00% ) T (. 00% ) 0 (00w )
_ 75 0 00% ) 3_( 00% ) 0 00% )
Genger Fexule 0 (0% D (_ 00% ) 0_( 00% )
. Make 15 ¢ 1000% ) 15 ¢ 1000% )| 30 ( 1000% )
Fare A ~ 0 00% ) 0 ¢ 00% ) T { 00% )
- [Ffica: Amarican T 67% ) T ( 63% ) 2 ( 67% %
- [Cancasion 6 ( Wo% ) 4 { 267% 5| 10 { 33% 3|
, , | Hispaic B ( 333% ) 0 ¢ 6T Y| 18 ( 600% Y
Height o) “Mean= 3D 5 = 63 171 & 67 1M3 = 63
[ Ranze 1676t - 1850 1626 - 1380 1625 - 1880
Mediar PR 1740 1746
3 N 15 is 0
Waight (xg) {Men=5D 55 = 83 2 = 104 309 = 93
[Ranze 655 - 1000 618 - 081 “61Z_- 1000
Maedia B4 85 [ER
N 15 15 30
BMI (kg Mean =S o= 25 261 & 31 266 = 28
Ranze 333 . 305 108 - 322 108 . 313
Medinn 270 59 266
N B 35 30
< QOO0 -
Table 13 Dropout Informatlon
’Subject No 'Reason - Period | Replaced?
112 | Subject was leavmg the area I .No
128 Withdrew due to Adverse Events (painful blood 1 No
' draw) :




g ‘timepoint for subject 9 was not reported. The

“error the sample value for the 7 hour, period 2

timepoint was not the Cmax for the subject.)”
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Table 14 Study Adverse Events
Table 7. Incidence of Adverse Events in Individual Studies
Syztem Clazs 40140 ‘ 40141
COSTART A B — A B
[Ej&P
Ecchymosis ' 1
Pam ' T
oy~ ] 3
Tachycasdia T [
Hypastens 1 -
[Nery .
| Headache - ] 3
Sommolence 1 1 2 :
i -
Petechiae 1
Rash _ 1
- TOTAL| 12 5 § 4
Note: 41040 is the fasting study; 41041 is the non-fasting study.
Table 15 Protocol Deviations _
Type Total # Total # “Total# -
_ v (Test) (Ref.) (pre-study)
| Due to insufficient documentation it can not be - 15 15 . :
| confirmed that subjects did not smoke more than
125 clgarettes per day - g L
| Due to insufficient documentation it can not be _ 15 15 -
g vconfirmed that subjects dld not drink water while
1 in the restroom » :
. | Subject was screened for another study and - - 1
| transferred to this study ‘ :
Blood Sample not Obtamed - 3 -
i | Subject exceeded upper limit of BMI - - 3
,Sample analysns not repeated for 17 h tlmepomt 27 - -
~| for hydroxybupropion o ‘
-|'Sampling Time Deviation (due to documentatlon - 9 -

‘ Comments on Adverse Events/Protocol Dewatlons The number of adverse
events in the test product treated group was greater than those observed i inthe
RLD treated group. The adverse events and protocol dev1at10ns did not influence

the outcome of the study




~ |(ag/mL)

Bupropion XL Tablet : 27
ANDA 77-285 ' ‘

“ Bioanalytical Results

Table 16 Assay Quality Control — Within Study

v .Bupropion : _
QC Conc. 3.0 - 1201} 28022 - 60.05

Inter day 3.6 ~3.62 ~3.55 ' ~3.86
‘| Precision ’ ‘
(%CV) | ,
Inter day 103.54 10578 | 106.63 104.77
Accuracy : : L

: Cal e : : v 32096 :
Standard ‘ ' -
s Conc.

|Inter day | 3.64 - 46 3.71 2.77 264 | -3.02 303 | 256
Precision | ‘ . L o T .
W%CY) | 1 1 . 7
‘|Inter day [ 99.6 100.85 101.65 | 99.14 98.65 99.15 100.16 - 100.82
~ {Accuracy S ’ ' B
(%) ». .
[Linearity | 0.9988-0.9997
{Range (range ER
of R® values)

Comments Ol_i Study Assay ‘Qualityy Control: Acceptable
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‘| Any interfering peaks in
chromatograms?

No

Were 20% of chromatograms included?

Yes

Were chromatograms serially or
randomly selected?

Serially

Comments on Chromatograms: Acceptable

Table 17 SOP’s dealing with analytical repeats

[SOP No. | Date of SOP | SOP Title _
ANI 07-01-03 Sample Reassays and Reporting of Fmal
156.08 Concentrations

Table 18 Additional Comments on Repeat Assays

Were all SOPs followed?

Yes

‘Did recalculation of plasma concentratlons
| change the study outcome?

There were no repeats classified as PK.

Does the reviewer agree with the outcome Yes
of the repeat assays? :
If no, reason for disagreement N.A:

Summary/Conclusions, Study Ass_ays:
- Acceptable :

c) Pharmacokmetlc Results

Table 19 Arlthmetlc Mean Pharmacokmetlc Parameters

Bupropion , S
‘ TEST - REFERENCE BRI T R
PARAMETER | UNITS ——— RATIOTR|
MEANI | %CV [MEAN2| %CV |~ -~ |
AUG,., nghiml | 106653 | 26.83 | 1037.64 | 2391 103 |
AUC,, | nghimL | 102655 | 27.35 | 99727 | 2400 |  1.03
CMAX ngml | 9687 | 4563 | ‘8821 | 2236 | 110
KE how | 004 | 2536 | 004 | 2071 098
LAUCI | nghvmL | 103360 | 002 | 101015 | 002 | 102
LAUCT | nghumL | 99353 | 003 | 97060 | 002 |  1.02
LCMAX | ngmL | 9008 | 040 | 8604 | 027 | 105
THALF  hour 1875 | 2183 17.99 | 1891 1.04
TMAX -~ hour 988 | 4124 | 645 | 3439 1.53
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| Hydroxybup'ropion
TEST REFERENCE |
J{PARAMETER | UNITS - RATIO T/R
. MEAN1 | %CV |MEAN2| %CV
AUCq ng-hr/mL | 14005.62 | 44.83 | 12771.84 | 41.10 1.10
AUC,, nghr/mL | 1238531 | 39.61 | 11411.71 | 35.94 1.09
CMAX ng/mL | 28475 | 36.69 | 25637 | 36.41 111
KE hour™ 003 | 2370 | 003 | 19.60 1.02
LAUCI nghr/mL | 12867.77 | 0.00 | 11932.70 | 0.00 1.08
LAUCT nghr/mL | 1153430 | 0.00 | 1077561 | 0.00 1.07
LCMAX ng/mL 267.65 | 013 | 24160 | 0.14 1.11
THALF hour 26.15 | 2585 | 2620 | 23.93 1.00
TMAX hour 1650 | 31.58 | 1514 | 3075 1.09

Table 20 Geometric Means and 90% Confidence Intervals

0.2386

Bupropion _ »
S "TEST |REFERENCE |RATIO T/R| 90 % CI
PARAMETER — - _
‘ LSM1 LSM2 RLSM12 | LOWCI12 | UPPCI12 ‘
AUC,., 1064.26 1035.89 1.03 9890 | 106.58
AUC,, | 102441 995.37 1.03 98.96 106.88
~ CMAX 96.38 88.39 1.09 95.16 122.92
" LAUCI ~ | 1032.08 1009.02 102 98.66. 106.04
LAUCT - 992.13 1 969.33 1.02 98.66 106.18 -
LCMAX | 8981 86.24 1.04 93.38 116.14
Table 21 Additional Study Information
- Bupropion ’
-{ Root mean square error, .LAUCO-t : 0.0803
Root mean square error, LAUCo 0.0789
‘Root mean square error, LCmax

Kel'and AUCw determined for how many subjects? | 28
‘Do you agree or disagree with firm’s decision? Yes
Indicate the number of subjects with the following:
-measurable drug concentrations at O hr 0
-first measurable drug concentration as Cmax 0
No

Were the subjects dosed as more than one group?.
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- Comments on Pharmacokmetlc and Statlstlcal Analys1s '
‘Metabolite (hydroxybuproplon) plasma concentrations were comparable for the test and
reference products

Analysis of the parent and metabolite data is ac.ceptable

Shrﬁmary/Conclus’ions, Single—DoSe Fed Bioequivalence Study: TIncomplete
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Table 22 Mean Plasma Bupropion Concentrations, Single-Dose Fed Bioequivalenée
Study v

Test (n=28) o Reference (n=28)

Time (h) | Mean Conc. %CV Mean Conc. %CV T/R
_(ng/ml) ’ | (@gml) |
0 0.00 : 0.00 :

15 ©0.00 : 147 507.08 0.00

2 0.57 176.69 3.04 349.09 0.19

3 5.96 270.90 1093 133.72 0.55

4 19.14 241.64 33.74 70.60 0.57

5 34.38 15247 66.96 33.46 051

55 | 370 | 13021 | 6851 %77 0.52
6 4420 100.88 71.08 3518 062 -
65 51.02 7984 73.64 32,03 069

52.64 78,07 7213 3369 0.73

4824 6930 | 6509 3521 | 074

50.67 32 5469 | - 3145 B 093

10 | 4024 | 5T | 4928 | 3067 | 100
12 | suis 4827 w30 3538 | 118

4 | w0 © 50.08 ~ 33.61 3833 128
16 | 3248 | 4533 | 2398 | 3522 | 135

20 | 21m 61.68 1526 2458 . | - 142
24 | asst | se76 11.74 © 2305 | 133
36 677 378 | o581 3469 ) 117

48 | 436 Coasm | osmo | om3e | 1w

7 188 | sser. | 165 | 469 | 114
96 | o057 | 12560 | o024 | 22527 | 236
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Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study

Figure 2 Bupropion Levels for Fed Study

Plasma Bupropion Values
Bupropion XL Tablet 150 mg, ANDA 77-285
Dose=1X150 mg under fed conditions
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B. Formulation Data

Bupropion Hydrockloride Extended-Release Tablets 150 mz and 300 mg - Abriks Pharmacenticals LLLP

ANDA 77-28% Bioeguivalency Amendment

Section VL BABE ’

Tab]ey £, Formulation Data
- Amonnt (mg) / Tablet Amount (%6) Tablet

Ingredients 180 me- 300 mg - 150 me | 300 mz -
P 15000 300.00] = T

- —. T~ 7 - “ -
— , oo b(4)
:.Ii)t-al Lo

- Thus, minimal dissolution is observed for bm}
the test product in acidic media. The CTD table prov1ded by the firm is hsted above.

C. Dis_solutio‘n Data (The firm provided the following CTD tables)

:Mn&wnﬂﬂnu?ﬂak 150 oy and IO : ’Mlhm&m
1\12.{77-.3: q . . - - Bioegrnaleary Axeodusest
Baciioa VLBAEE. - - : = SR
: . N Tsﬁk'd Az hummﬁo‘ 'Im Rezxlix ‘le TE2 Agp. 3 Backed e T2 RIMia DIWater
R N i : sent | . Calisctin Thise Sttty
g | rotLopren | coi | 0p ] weoien | B
} R N N T b | awn ] Aihm | Bk | becdm]”
waitavin X1 T A s LI S o LI R ]
SRR BT it O B TS AT IR el [P e PO
Fiirionoar — PR O o PR IEREIREER! TR Eeorgy
7| eeprganiiex | ey | AR o] e 2 e | ) )RR
bapeap aspiy | #Ericrnia [N e B | e e | gmem | e | TRE
R ® —— yutme ot ' ’
E—— | YAl e 5 s w RN
topann | emigny | MRS | TEF B a | e | aranl oroe | el | O
r——T— . 1.1 O R R B
vericragin, |Jemnbe | B aw des] oo | o | k- orA ol

’I':\l&l! Eaam:ylku'lnnnn Tmhnﬂl:fwvxf App-1 En:kur) :!755.!’“: ﬂl\m

Calkotes Tamae o " iy

| fadred - towt | S o ) y
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Bupropion XL Tablet
ANDA 77-285

E. SAS Output

Statistical Analysis

Program file
Single dose fasting ,
study B
Bupropion fastbupprog
Single dose fed .
study B
| Bupropion fedpupoutput

" F. Additional Attachments

None




 BIOEQUIVALENCE DEFICIENCIES
ANDA: 77-285 APPLICANT: Abrika

DRUG PRODUCT: Bupropion XL Tablet
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:

- The following pieces of information were not found
in the submitted application, and they  are requested
for completeness of 'our review of your application:

a) the potency of the RLD batch
b) the content uniformity of the test product

c) the dates of analysis (e.g. starting and
”ending dates) for plasma samples

d) a detalled SOP describing your proposed in
vitro dlssolutlon method :

Slncerely yours,

| &ouu%’
'<“//2L' Dale P. Conner, Pharm D.
v Director, Division of Bloequlvalence
Office of Generic Drugs - :
Center for Drug Evaluatlon and Research,’



CC:

ANDA 77-285
ANDA DUPLICATE
DIVISION FILE
FIELD COPY
DRUG FILE

Endorsements: (Draft and Final with Dates) -

%

HFD-655/E. Stier ¢ My 1((30/05

HFD-655/ Gur-Jai Pal Singh (77705 //zgﬁ /@j

HFD-617/ K. Suh
HFD-650/Dale Conner 5’),(9 ‘\tBGlQ

v \firmsam\abrika\ ltrs&rev\77285N0904.doc
Printed in final on 11/30/05

BTIOEQUIVALENCY - DEFICiENCIES Subinission Date: 09/23/04

1.

Qutcome Decisions: IC
- AC - Acceptable - ’

FASTING STUDY (STF) B ‘ Strength: 150 mg
Clinical: SFBC FT. Myers, Inc.

3745 Broadway, ‘Suite 100

Ft. Myers, FL 33901

USA Clinical Unit  Outcome: IC
Analytical: - ' v
' C 5 b
-
FOOD STUDY (STF) . Strength: 150 mg

Clinical: SFBC FT. Myers, Inc.

3745 Broadway, Suite 100
Ft. Myers, FL 33901

‘USA Clinical Unit ~  Outcome: IC .
Analytical: ( -7 b(4}
S — B '
DISSOLUTION WAIVER (DIW) -~ . Stremgth: 300 mg

“Outcome: IC

IC - lncomplete

WinBio Cyomments

~UN - Unécé’eptablé ‘we — Without Charge‘



DIVISION OF BIOEQUIVALENCE DISSOLUTION REVIEW

ANDA No.
- Drug Product Name

Strength

Applicant Name

Submission Date(s)
‘First Generic

77-285

Bupropion HCl ER Tablets
150 mgand 300 mg
Abrika

09-23-04

Yes

Reviewer Ethan M. Stier, Ph. D.
File Location V: \firmsam\abr1ka\ltrs&rev\77285D0904 .doc
Clinical Site
- ,, h(4)
— SFBC Ft. Myers, Inc.
: 3745 Broadway, Suite 100
Ft. Myers, FL 33901
USA _
EXECUTIVE SUMMARY

This is areview of the disSolution :testing -'data‘only

Thereisa USP method for th1s product However the ﬁrm de not conduct dlssolutlon i

- testing. usmg the USP method (electromc Vers1on of USP 28).

The firm conducted comparative drssolutron testmg in four d1ssolut10n medla

(water, 0.1 N HC, pH 4.5 buffer, and pH 6.8 buffer) using USP apparatus I (Basket) and. |
one drssolutron medlum (O 1N HCI to pH 6 8 Buffer (In Situ)) using apparatus o :

- ;,_(Paddle)

| ' The firm will be asked to conduct add1t10na1 dlssolutlon testlng us1ng the USP method

 The DBE w111 review the fasted and-fed BE studles and walver requests at a later date
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DEFICIENCY COMMENTS:

1. The firm did not conduct dissolution testing usmg the USP method which uses
water and apparatus II at 50 rpm.

2. Inorderto 1mprove the review process, the Division of Bloequlvalence
" requests that you provide the in-vivo study data summary, dissolution data and
formulation data in the format specified in the attached template. This
~ template incorporates some elements of the CTD format. We request that you
provide the study summaries in this template in an electronic file. We hope to
improve the efficiency of our review process and your cooperation is greatly
-appreciated. It would be helpful if you could provide this information for any
- other apphcatlons pending in the Division and in apphcatlons to be submitted
in the future. :



- RECOMMENDATIONS:

1. The in vitro dissolution testing conducted by Abrika on its test prbducts,

U

Bupropion HCI Extended—Release Tablets, USP comparing it to -

~ GlaxoSmithKline’s Wellbutrm XL® is incomplete.

The firm should conduct dissolution testing as per the USP recommended method

and specification for Bupropion HC1 ER Tablets.

The firm should be informed of the above recommendations and comment #2.

Team II

S LS

Ethan M. Stier, Ph.D.

Division of Bloequlvalence
Office of Generic Drugs

—)}'( Sa,(),q‘- S/f/of

" Gur-J ai Pal Smgh Ph.D.

Team II

" Division of Bloequlvalence

Office of Generic Drugs .

- %/ = 4/%% /29/05
- Dale P.-Conner, Pharm D. E :
; Dlrector Division of Bloequlvalence

~Office of Generic Drugs



BIOEQUIVALENCE DEFICTENCIES
 ANDA: 77-285 | APPLICANT: Abrika
DRUG PRODUCT: Bupropion HC1l ER Tablets

The D1v131on 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 deficiencies have been identified:

Please conduct cemparative dissolution testing using
12 dosage units of the test and reference products_
using the following USP method:

Medium: water

Volume: 900 mi-

Temperature: 372C

Apparatus: Apparatus II (paddles)

Rotation: - 50 rpm

Specification: Tin 1 hour b(4}
' S ’ L .. _~°in 4 hours

'~ in 8 hours

In order +to improve the ‘review process, the DiviSion of
Bloequlvalence requests that you provide the in-viwvo

fstudy data, dissolution data and formulation data in- “the

format spe01f1ed in the ‘attached template. ‘This template
1ncorporates some elements of the CTD format. We request
'that you provide the study summarles in this- template in
an electronlc file. We hope to improve the eff1c1ency;ofv
our review process and your cooperatlon is greatly. .
apprec1ated It would be helpful if you could prov1de thls
“information for any other- appllcatlons pendlng in the ”
"Division and in appllcatlons to be submltted in the
future ' : ' : :



Please note that the bioequivalence comments provided in
this communication are preliminary. These comments are
~subject to revision after review of the in vivo studies.

Sincerely yours,

-

Dale P. Conner, Pharm.D. :

Director, Division of Bloequlvalence
Office of Generic Drugs

Center for Drug Evaluatlon and Research

ANDA: 77-285




'CC: ANDA 77-285
'ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-650/ E. Stier

- V:\FIRMSAM\Abrika\LTRS&REV\77285A0904.doc
Printed in final on 05/25/2005 :

Endorsements:. (Final w1th Dates)
HFD-655/ E. Stier & % WPy <)s/6

A_HFD-655/ GIP Singhg 227 S (s /S

HFD-617/ K. Suh . .
HFD-650/ D. Connerm/ .(/2‘}%.5~.

'BIOEQUIVALENCE - INCOMPLETE  Submission date: ’09-23-04

[NOTE The in vitro testing is mcomplete The fasting and fed BE studles and’
waiver request are pending review] _

1. DISSOLUTION (Dissolution Data) Strengths: 150 mg and.’3'00 mg
T ‘ : ‘ Outcome: IC

Outcome Dec1s1ons ACorIC- Acceptable or Incomplete
'WlnBlo Comments AC orIC



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77-285

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




1. Paragraph IV Patent Certification

PARAGRAPH IV CERTIFICATION

I, Abrika Pharmaceuticals LLLP, certify that, to the best of its knowledge, U.S. Patent
No. 6,096,341 and U.S. Patent No. 6,143,327, both due to expire on October 30, 2018, will not
be infringed by the manufacture, use, or sale ofAbﬁkaPhaunaceuﬁcalsI..I..LP’sBupropion
Hydrochloride Extended-Release Tablets USP, 150 mg and 300 mg, for which the abbreviated
new drug application (ANDA) number 77-285 was submitted, or in the alternative, that U.S.
Patent No. 6,096,341 and/or U.S. Patent No. 6,143,327 are invalid and/or unenforceable.

As required by Section 505(j) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
355(j)) and 21 CF.R.§§ 314.94 and 314.95, Abrika Pharmaceuticals LI1 P hereby states that this
ANDA is sufficiently complete to permit substantive review. .

Furthermore, on November 12, 2004 and November 16, 2004, in accordance with
21 CF.R. §§314.95(a) and (b), Abrika Pharmaceuticals LLLP sent a “Patent Certification Under
21 U.S.C. §355 and Notice of Certification of Invalidity or Noninfringement of a Patent Under
21 U.S.C. §355” (hereinafter “the Notice”) to GLAXOSIMITHKLINE, as NDA holder for
Wellbutrin XL 150 mg and 300 mg, respectively, and Biovail Laboratories, Inc., as owner of
record of the above-referenced patents, via United States registered mail, return receipt
requested. The Notice meets the content requirements under 21 C.FR. §314.95(c). A copy is -
attached in Section II, Patent Certification. In addition, copies of the United States Postal
Service receipts of mailing are also attached in Section II1, Paterit Certification,

ABRIKA PHARMACEUTICALS LLLP

By: - Z"ﬁ*‘—-’
J; j 3. New

i ecutive Officer, Abrika Pharmacenticals
November 17, 2004

000007



Patent Certification Under 21 U.S.C. § 355 and Notice of Certification of Invalidity
or Noninfringement of a Patent Under 21 US.C. § 355

L. Abrika Pharmaceuticals LLLP (Abrika), having a place of business at 13800 N.w. 2
Street, Suite 190, Sunrise, Florida 33325 hereby certifies to the following persons that if
has filed an Abbreviated New Drug Application (ANDA) under 21 US.C. §
355()(2)(B)(i) (also referred to as Section 505()(2)(B)(i) of the Federal Food, Drug and
Cosmetic Act) in order to obtain approval to engage in the commercial manufacture, use,
or sale of Bupropion Hydrochloride Extended-Release Tablets USP, 300 mg that are
bioequivalent to Wellbutrin XL® 300 mg tablets:

1. Holder of New Drug Application for Wellbutrin XL®, 300 mg:

GLAXOSMITHKLINE
S Moore Drive

Research Triangle Park, NC 27709

2. On information and belief the owner of U.S. Letters Patent Nos. 6,096,341 and
6,143,327 is:

BIOVAIL LABORATORIES INC.

_ Building No. 2, Chelston Park
Collymore Rock, St. Michael
Barbados, West Indies

II. The United States Food and Drug Administration has received an ANDA from
Abrika which contains the required bioequivalence data showing that the Abrika
Bupropion Hydrochloride Extended-Release Tablets USP, 300 mg, is bioequivalent to
Wellbutrin XL® Tablets 300 mg.

IIl. The Abrika Abbreviated New Drug Application Number is ANDA 77-285.

IV. The established name for the proposed drug product is Bupropion Hydrochloride
Extended-Release Tablets USP, 300 mg.

V. The active ingredient for the proposed drug product is bupropion hydrochloride; the
dosage form is an oral tablet that will be sold in 300 mg strength.

VI. The following patents (the “listed patents™) which have been listed in the Approved

Drug Products with Therapeutic Equivalence Evaluations (the “Orange Book™) are

known to Abrika and will not be infringed by the making, using, or selling of the Abrika

Bupropion Hydrochloride Extended-Release Tablet USP product (Abrika proposed
product):

000017



U.S. Patent No. i Expiration Date
6,096,341 October 30, 2018.

6,143,327 October 30, 2018.

VII. The ANDA indicates that Abrika intends to engage in the commercial manufacture,
use, or sale of the proposed product before the expiration dates of U.S. Patent Nos.
6,096,341 and 6,143,327.

VIL The above U.S. patents, which have been listed in the Orange Book, will not be
infringed by the Abrika proposed product for the detailed factual and legal reasons set
forth below or, in the alternative, would be invalid and/or unenforceable against the
Abrika proposed product.

A. Noninfringement of U.S. Patent No. 6.096.341

All of the claims of the ‘341 patent require a delayed release tablet including
bupropion hydrochloride and exhibiting a dissolution profile such that “afier 1hour, from
0 up to 30% of the bupropion hydrochloride is released, after 4 hours, from 10 to 60% of
the bupropion hydrochloride is released, after 6 hours, from 20 to 70% of the bupropion
hydrochloride is released, after 8 hours, more than 40% of the bupropion hydrochloride is
released.” The table below compares these claimed dissolution rates with the dissolution
rates of the Abrika proposed product, tested under the same conditions - 0.IN HC], USP
Apparatus I at 75 RPM. These dissolution testing conditions are specified in the
Examples of the ‘341 patent and were relied upon by the patentee during prosecution of
the ‘341 patent:

TABLE L. Dissolution Profile Comparison: ‘341 Patent Formulation v. Abrika
Proposed Product

% Released in 0.1N HCI, % Released in 0.1IN HCL,
: USP Apparatus I @ 75 RFM | USP Apparatus I @.75 RPM

Time Claims of the “341 Patent Abrika Proposed Product - 0

1hr - 0-30 - 4
4 hrs 10-60 _—
6 hrs | 20-70 —

- ‘ h(4)
8 hrs >40 —

The claims of the ‘341 patent, themselves, do not specify any dissolution testing
conditions. However, a proper claim interpretation limits the claims of the ‘341 patent
not just to the claimed dissolution profile, but to the claimed dissolution profile as
obtained using the same dissolution testing conditions used by the patentee. In situations
where the results of a test or assay are claimed, but the actual test conditions are not,
courts have limited the claims to those test results as performed under the same testing
conditions; this is especially true where, like here, the results may vary greatly depending
upon the test conditions. See Genentech v. Wellcome Found., 29 F.3d 1555 (Fed. Cir.

2 000018



1994); LT. Eaton & Co. v. Atlantic Paste & Glue Co., 106 F.3d 1563, 1565 (Fed. Cir.

1997).

In the *341 patent, the patentee emphasized these dissolution testing conditions,
and their importance to the claims, during prosecution. In response to a 35 U.S.C.
§102(a) rejection, the Applicant argued that “Claim 1 requires a specific dissolution
profile,” that the prior art was “silent on the dissolution medium and conditions that are
used,” and the prior art’s failure “to teach the dissolution medium and conditions that are
used” rendered “its disclosure deficient” 341 Patent File History, Paper No. 6, page 6.
The Applicant then directed the examiner to its own dissolution medium and conditions,
stating “ftfhe dissolution medium and conditions that are used in the invention is, on
the contrary, disclosed in example 1, page 8. (It corresponds to gastric juice.)” 1d.
Thus, the claimed release profile should be interpreted as being derived from using the
same conditions as described in Example 1 of Applicant’s specification., i.e., in 1000 ml
of 0.IN HCI at 75 rpm using USP Apparatus I. See ‘341 Patent, Col. 5, Lines 10-13.

For these reasons, it is clear that the Abrika proposed product fails to meet, or
even come close to, the claimed dissolution at 4 hours, 6 hours, and 8 hours and therefore
cannot infringe any claim of the *341 patent either literally or under the doctrine of
equivalents. ’

B. infringement of U.S. Patent No. 6,143,327

All of the claims of the ‘327 patent require the claimed tablets exhibit a
dissolution profile such that “after 2, hours, from 0 up to 30% of the bupropion '
hydrochloride is released, after 4 hours, from 3 to 22% of the bupropion hydrochloride is
released, after 6 hours, from 15 to'38% of the bupropion hydrochloride is released, after 8
hours, more than 40% of the bupropion hydrochloride is released.” The table below
compares the claimed dissolution rates with the dissolntion rates of the Abrika proposed
product, tested under the same conditions — 0.1N HCI, USP Apparatus I at 75 RPM,
These dissolution testing conditions are specified in the Examples of the ‘327 patent and
were relied upon by the patentee during prosecution of the ‘327 patent:

TABLE IL Dissolution Profile Comparison: ‘327 patent formulation v. Abriksa
Proposed Product .

% Released in 0.1N HC], % Released in 0.1N HC,
USP Apparatus I @ 75 RPM | USP Apparatus I @ 75 RPM
Time Claims of the ‘341 Patent Abrika Proposed Product
1hr 0-30 —
4 hrs 3-22 —
6 hrs 15-38 -
8 hrs 5 >40 - B

000019

b(4)

b(4)



Again, the claims of the ‘327 patent do not specify the dissolution testing
conditions. Just as in the ‘341 patent, proper claim interpretation should include the
limitation of the actual dissolution testing conditions used to obtain the claimed
dissolution profile. See Genentech v. Wellcome Found., 29 F.3d 1555, 1561 (Fed. Cir.

1994); J.T. Eaton & Co. v. Aflantic Paste & Glue Co., 106 F.3d 1563, 1565 (Fed. Cir.

1997); discussed supra.

*“When multiple patents derive from the same initial application, the prosecution
history regarding a claim limitation in any patent that has issued applies with equal force
to subsequently issued patents that contain the same claim limitation.” Biovail Corp.
Int’]. v. Andrx Pharmaceuticals, Inc., 239 F.3d 1297, 1301 (Fed. Cir. 2001), guoting
Elkay Mfg. Co. v. Ebco Mfg. Co., 192 F.3d 973, 980 (Fed. Cir. 1999). Thus, statements
imade by the patentee of the ‘327 patent during prosecution of its parent, i.e., the ‘341
patent, regarding the dissolution profiles apply “with equal force” to the claims of the
‘327 patent. As noted above, during prosecution of the ‘341 patent, the Applicant
emphasized the importance of, not only the dissolution profile, but the dissolution
medium and conditions, in distinguishing its claimed invention. The Applicant in
arguing that the testing conditions need to be disclosed and read into the claimed
dissolution profile unequivocally stated to the examiner that the dissolution medium and

conditions are as disclosed in example 1, page 8. See ‘341 Patent File History, Paper
No. 6.

For these reasons, it is clear that the Abrika proposed product fails to meet, or
even come close to, the claimed dissolution at 4 hours, 6 hours, and 8 hours, and
therefore cannot infringe any claim of the ‘327 patent either literally or under the doctrine
of equivalents,

For the above reasons, the Abrika proposed product will not infringe the listed
patents.

The information provided herein is supplied for the purpose of complying withi
the above-referenced statutes and regulations, and neither Abrika nor its attorneys waive
any attorney-client privilege or attorney work product immunity concerning the subject

matter of this communicaﬁon.

4 000020



In accordance with 21 U.S.C. § 355(G)(2)(B)(), it is hereby certified that on
November 16, 2004 a copy of this notice has been sent by United States registered mail,
return receipt requested, to Biovail Laboratories as owner of U.S. Patent Nos. 6,096,341
and 6,143,327 as required by 21 U.S.C. § 355()(2)(B)()(), and to GlaxoSmithKline as
the holder of the approved application for Welbutrin XL® as required by 21 US.C.§
355G)(2)B)(H)D), in envelopes addressed to:

GLAXOSMITHKLINE
5 Moore Drive

Research Triangle Park, NC 27709

BIOVAIL LABORATORIES INC.
Building No. 2, Chelston Park
Collymore Rock, St. Michael
Barbados, West Indies

/
fofh—

. James New
Chief Executive Officer
Abrika Pharmaceuticals LLLP
13800 N.W. 2™ Street, Suite 190
Sunrise, Florida 33325

By:
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November 17, 2004 N A\ X

\go*““’b i
Office of Generic Drugs (HFD-600) N\ XV w\yﬁ@u:{

Center for Drug Evaluation and Research

Food and Drug Administration .

Metro Park North II, Room 150 : \
7500 Standish Place ‘

Rockville, MD 20855

Re: Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg
ANDA 77-285
PATENT AMENDMENT

Mr. Margand:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for
Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg, which was
submitted to the Agency on September 23, 2004 and October 1, 2004, respectively. We
are enclosing the amended “Paragraph IV Certification”, which applies to both the 150
mg and the 300 mg dosage form.

The enclosed “Paragraph IV Certification” has been amended, in accordance with
21 C.F.R. §314.95(D), to include a statement certifying that notice was provided on
November 12, 2004 (for the 150 mg) and November 16, 2004 (for the 300 mg) to Biovail
Laboratories Inc., as owner of the listed patents, and Glaxosmithkline, as NDA holder of
Wellbutrin XL, 150 mg and 300 mg. For your convenience, and further to a conversation
with Mr. Martin Shimer and Ian Margand of your office, the amended paragraph IV
certification for Bupropion Hydrochloride Extended-Release Tablets USP, 150 mg and
300mg, is now being timely submitted together.

In accordance with 21 C.F.R. §314.95(¢), once received, proof of receipt of the
Notices, by Glaxosmithkline and Biovail Laboratories, Inc., will be provided.

If anything further is required at this time, please contact us.

Chief Executive Officer
Abrika Pharmaceuticals

RECEIVED
NOV 1 8 2004
OGD/CDER

13800 N.W. 2nd St ¢ Suite 190 ¢ Sunrise, Florida 33325 ¢ Phone: 954-315-6600 * Fax: 954-315-6601
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PARAGRAPH IV CERTIFICATION

1, Abrika Pharmaceuticals, LLLP, certify that, to the best of its knowledge, U.S.
Patent No. 6,096,341 and U.S. Patent No. 6, 143,327, both, due to expire on October 30,
2018, will not be infringed by the manufacture, use, ot sale of Abrika Pharmaceuticals,
LLLP’s Bupropion HCI Extended-release Tablets, 30f mg. for which this abbreviated

new drug application (ANDA) is submitted, or in the [alternative, that U.S. Patent No.
6,096,341 and/or U.S. Patent No. 6,143,327 are jnvalid and/or unenforceable.

As required by Section 505(j) of the Federal Hood, Drug, and Cosmetic Act (21
U.S.C. 355(j)) and 21 C.F.R.§§ 314.94 and 314.95, Abrika Pharmaceuticals, LLLP
hereby states that this ANDA is sufficiently complete to permit substantive review and
that Abrika Pharmaceuticals, LLLP will give notice as required by 21 U.S.C. 355() and
21 CFR § 314.95 to GLAXOSIMITHKLINE, the NIDA holder for Wellbutrin XL 300
mg., and to Biovail Laboratories, Inc., the owner of the above-referenced patents.

The notices will be sent by registered or certified mail, return receipt requested,
and meet the requirements of 21 CFR§ 314.95(z, ©).

Concurrently with sending the notices to GLAXOSMITHKLINE and Biovail
Laboratories, Inc., Abrika Pharmaceuticals, LLLP will, as required by 21 CFR §
314.95(b), amend its ANDA to include a certificatior] that the notice has been provided to
each person identified under 21 CFR § 314.95(a), and that the notices met the content
requirements specified in 21 CFR § 314.95(c).

ABRIKA PHARMACEUTICALS, LLLP

-
By: fﬁ?ﬂkp’/

James S. New
Chief Executive Officer

000008

13800 N.W. 2nd St ¢ Suite 190 » Sunrise, Florida 33325 » Phone: 954-315-6600 * Fax: 954-315-6601
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Sampling times: 1, 2,4, 6 and 8 hours and until at ~————_ of the h@}
labeled content is dissolved.

For modified release products, dissolution profiles generated using USP Apparatus
I at 100 rpm and/or Apparatus IT at 50 rpm in at least three dissolution media (pH
1.2, 4.5 and 6.8 buffer) should be submitted in the application. Agitation speeds
may have to be increased if appropriate. F2 values should be estimated within and
between test and reference products. The specifications for your product will be
determined afler the data submitted in your ANDA is reviewed.

5. Please provide a table that identifies every missing sample in the study. Also, for
every reassayed sample, please provide a table identifying the reason(s) for
reassay, as well as the original and reassayed values of the sample. Please identify
which value was selected for the PK analysis. Please provide the Standard
Operating Procedures (SOPs) for all types of reassays including those that describe
criteria for identifying and reassaying pharmacokinetically anomalous samples.
The SOP(s) should clearly state objective criteria for defining pharmacokinetic
anomalies, the method of reassay, and acceptance criteria for selecting which
value to report for the reassayed sample. This SOP should be in place prior to the
start of the study; otherwise, the Division of Bioequivalence may not accept
reassayed values of samples. Finally, please conduct all pharmacokinetic and
statistical analyses using both the original as well as reassayed values,

6. The bioequivalence data to be submitted in an ANDA should be provided in a
diskette or CD in SAS Transport format in two separate files as described below:

a. SUBJ SEQ PER TRT AUCT AUCI CMAX TMAX KE Thalf
b. SUBJSEQPERTRTCIC2C3..... .Cn

Please separaie each field with a blank space and indicate missing values with a
period (.).

Please refer to the Guidance for Industry: “Providing Regulatory Submissions in
Electronic Format-ANDAs” for information regarding the proper format at:
www.fda.gov/cder/guidance/index.htm (under electronic submiissions).

If you have any questions, please call Steven Mazzella, R.Ph., Project Manager, Division
of Bioequivalence at (301) 827-5847. In future correspondence regarding this issue,

please include a copy of this letter.

Sincerely yours,

PN A ,;f /
f / i % 7 > oy 2
x{ff’/f’ﬁ A o i S

Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

OGD 04-854

000009
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Bupropion HC] Extended Release Tablets Abrika Pharmaceuticals, LLLP
ANDA 77-285 Amendment

Section III. Patent Certification and Exclusivity Statement

2. Exclusivity Statement

According to information published in the current (24™ Edition) of the “Approved Drug Products
with Therapeutic Equivalence Evaluations” (the Orange Book), Wellbutrin XL is not entitled to a
period of marketing exclusivity under section 5050(j)(4)(D) of the Act. Copies of the applicable
pages for the “Prescription and OTC Drug Product and Exclusivity Data” listing from the Orange
Book) were submitted with the original ANDA.

000015
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PARAGRAPH IV CERTIFICATION

I, Abrika Pharmaceuticals, LLLP, certify that, to the best of its knowledge, U.S.
Patent No. 6,096,341 and U.S. Patent No. 6,143,327 will not be infringed by the
manufacture, use, or sale of Abrika Pharmaceuticals, LLLP’s Bupropion HC1 Extended-
release Tablets, 300 mg. for which this abbreviated new drug application (ANDA) is
submitted, or in the alternative, that U.S. Patent No. 6,096,341 and/or U.S. Patent No.
6,143,327 are invalid and/or unenforceable.

As required by Section 505(j) of the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 355(j)) and 21 C.F.R.§§ 314.94 and 314.95, Abrika Pharmaceuticals, LLLP
hereby states that this ANDA is sufficiently complete to permit substantive review and
that Abrika Pharmaceuticals, LLLP will give notice as required by 21 U.S.C. 355(j) and
21 CFR § 314.95 to GLAXOSIMITHKLINE, the NDA holder for Wellbutrin XL 300
mg., and to Biovail Laboratories, Inc., the owner of the above-referenced patents.

The notices will be sent by registered or certified mail, return receipt requested,
and meet the requirements of 21 CFR§ 314.95(a, c).

Concurrently with sending the notices to GLAXOSMITHKLINE and Biovail
Laboratories, Inc., Abrika Pharmaceuticals, LLLP will, as required by 21 CFR §
314.95(b), amend its ANDA to include a certification that the notice has been provided to
each person identified under 21 CFR § 314.95(a), and that the notices met the content
requirements specified in 21 CFR § 314.95(c).

ABRIKA PHARMACEUTICALS, LLLP

By W‘WMM
Monique Weity
Associate Director, Project Management

DoGO14
13800 N.W. 2nd St ¢ Suite 190 ¢ Sunrise, Florida 33325 * Phone: 954-315-6600 * Fax: 954-315-6601 o



Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg & 300 mg Actavis South Atlantic LLC
Final Printed Labeling & Exclusivity Statement Amendment (26) ANDA 77-285

EXCLUSIVITY STATEMENT

In accordance with 21 CFR § 314.94(a)(3)(ii), information published in Approved Drug
Products with Therapeutic Equivalence Evaluations (“the Orange Book™), Electronic Version
updated as of June 25, 2008, lists the following information regarding exclusivity for Wellbutrin
XL®:

. 1-497 PREVENTION OF SEASONAL MAJOR DEPRESSIVE EPISODES IN
PATIENTS WITH SEASONAL AFFECTIVE DISORDER, listed as expiring June 12, 2009.

Actavis South Atlantic LLC (Actavis) certifies that it does not intend to market the
Actavis proposed products for the indication listed above before June 12, 2009, the date on

which the I-497 exclusivity term expires. Hence, Actavis has removed any language associated
with the above indication from our labeling.

ACTAVIS SOUTH ATLANTIC LLC

By: % o, /\/%
Monique Weitz /

St. Director, Project and Site Managenterit

1.3.5.3
Paoe 1 nf 1



Bupropion Hydrochloride Extended-Release Tablets, (XL) 150 mg and 300 mg ANDA 77-285
Major Amendment Response; Packager Site & Container/Closure Change Abrika Pharmaceuticals, Inc

1.3.3.1 Debarment Certification
Debarment/Non-conviction Certification

CERTIFICATION REQUIRED BY GENERIC DRUG
ENFORCEMENT ACT OF 1992

Pursuant to Section 306(K) of the Federal Food, Drug and Cosmetic Act (“the Act”), as amended
by the Generic Drug Enforcement Act of 1992, Abrika Pharmaceuticals, Inc. hereby certifies that
it did not and will not use, in any capacity, the services of any person debarred under Sections
306(a) or (b) of the Act in connection with this ANDA.

Abrika Pharmaceuticals, Inc. certifies that, during the previous five years, it has not sustained a
conviction that is described in Sections 306(a) or (b) of the Act. In addition, no person affiliated
with Abrika Pharmaceuticals, Inc. nor affiliated persons responsible for the development or
submission of this application have been convicted of an offense described in Sections 306(a) or
(b) of the Act.

Furthermore, Abrika Pharmaceuticals, Inc. agrees to notify the Food and Drug Administration of
any changes in status of any employee with respect to Sections 306(a) or (b) of the Act.

Due diligence for this purpose includes the keeping of a current list of companies and individuals
debarred by the FDA. Notice of debarment is published in the Federal Register, and FDA issues
a quarterly list. In addition, we have a questionnaire for new hires and certification statements
for outside contractors.

o '%_7/0
/7
Date
Executive Director of Quality Operations

Abrika Pharmaceuticals, Inc.

1.3.3.1



Bupropion Hydrochloride Extended-Release Tablets, (XL) 150 mg and 300 mg ANDA 77-285
Major Amendment Response; Packager Site & Container/Closure Change Abrika Pharmaceuticals, Inc

1.3.3.2 List of Convictions Statement
Debarment/Non-conviction Certification

CERTIFICATION REQUIRED BY GENERIC DRUG
ENFORCEMENT ACT OF 1992

Pursuant to Section 306(K) of the Federal Food, Drug and Cosmetic Act (“the Act”), as amended
by the Generic Drug Enforcement Act of 1992, Abrika Pharmaceuticals, Inc. hereby certifies that
it did not and will not use, in any capacity, the services of any person debarred under Sections
306(a) or (b) of the Act in connection with this ANDA.

Abrika Pharmaceuticals, Inc. certifies that, during the previous five years, it has not sustained a
conviction that is described in Sections 306(a) or (b) of the Act. In addition, no person affiliated
with Abrika Pharmaceuticals, Inc. nor affiliated persons responsible for the development or
submission of this application have been convicted of an offense described in Sections 306(a) or
(b) of the Act.

Furthermore, Abrika Pharmaceuticals, Inc. agrees to notify the Food and Drug Administration of
any changes in status of any employee with respect to Sections 306(a) or (b) of the Act. '

Due diligence for this purpose includes the keeping of a current list of companies and individuals
debarred by the FDA. Notice of debarment is published in the Federal Register, and FDA issues
a quarterly list. In addition, we have a questionnaire for new hires and certification statements

‘//727 27

Date / /

AbrikaPharmaceuticals, Inc.

1.3.3.2



OGD APPROVAL ROUTING SUMMARY

ANDA # 77-285 ApplicantActavis South Atlantic LLC
Drug Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg
Strength(s)

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

REVIEWER: DRAFT Package FINAL Package
1. Martin Shimer Date26 June 2008 Date8/15/08
Chief, Reg. Support Branch InitialsMHS Initials_rlw
Contains GDEA certification: Yes X No O Determ. of Involvement? Yes [0 No X
(required if sub after 6/1/92) Pediatric Exclusivity System
RLD =XL NDA#21-515
Patent/Exclusivity Certification: Yes K No O Date Checked N/A
If Para. IV Certification- did applicant Nothing Submitted
Notify patent holder/NDA holder Yes K No O Written reguest issued d
Was applicant sued w/in 45 days:Yes X No [ Study -Submitted
Has case been settled: Yes KX No [ Date settled:

Is applicant eligible for 180 day
Generic Drugs Exclusivity for each strength: Yes O No X
Date of latest Labeling Review/Approval Summary

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

Type of Letter:Full Approval for 300 mg strength; T/A for 150 mg sttength.

Comments :ANDA submitted on 9/23/2004 for the 150 mg strength, BOS=Wellbutrin XL
TAblets NDA 21-515, PIV to '341, '327. Before OGD acted on the 150 mg strength the
sponsor submitted the 300 mg strength on 10/1/2004, same BOS, same patent certs. 150 mg
strength ack for filing with PIV on 9/23/2004 (LO dated 11/10/2004). XP submitted
11/18/2004-Notice sent to GSK dated 11/12/2004, sent to Biovail dated 11/12/2004, second
set of notices sent to same entities dated 11/16/04. On 1/6/2005 firm submitted XP-RR from
GSK signed and dated 11/16/04, RR from Biovail signed and dated 12/3/04 RR from GSK signed
and dated 11/23/2004, RR from Biovail signed and dated 12/3/2004. XP submitted on
1/14/2005, Copy of CA 04-61704 filed in Southern District of FL on 12/21/2004 for
infringement of the '341 and '327 patents. On 8/8/2007 the firm submitted a XP-CA noted
earlier was dismissed with prejudice, case now closed. Anchen the sponsor of ANDA 77-284
was granted 180 day exclusivity for both the 150 mg and 300 mg strengths. In a letter
dated 12/14/2006, Anchen informed FDA that they initiated commercial marketing of 77-284
for the 300 mg strength only. Anchen did this in order to selectively waive their
exclusivity to IMPAX permitting the approval of ANDA 77-415 for the 300 mg strength.
Therefore, 180 day exclusivity for the 300 mg product has long since expired. On
6/26/2008 Marty spoke with David Quiggle(949-639-8102). Marty asked Mr. Quiggle if Anchen
had ever launched their 150 mg product. Mr. Quiggle immediately responded that he had
just finished drafting a letter to be sent to the Agency confirming that marketing of the
150 mg strength began on 5/30/2008. This letter will be transmitted to the Agency
shortly. Therefore, Anchen's still retains 180 day exclusivity.

ANDA is eligible for Full approval on the 300 mg strength and TA on the 150 mg
strength.

2. Project Manager, Thomas Hinchliffe Team 10 Date6/20/08 Date
Review Support Branch InitialsTOH Initials

Original Rec’d dateSeptember 23, 2004 EER Status Pending O Acceptable X 0aT O
Date Acceptable for FilingSeptember 23, 2004 Date of EER Status 5/2/2008
Patent Certification (type)P4 Date of Office Bio Review 4/3/08
Date Patent/Exclus.expires Date of Labeling Approv. Sum 7/11/2008
Citizens' Petition/Legal Case Yes[ No K Labeling Acceptable Email Rec'd Yes [ No O
(If YES, attach email from PM to CP coord) Labeling Acceptable Email filed Yes [ No O
First Generic Yes O No K Date of Sterility Assur. App.
Priority Approval Yes O No Methods Val. Samples Pending Yes O No K

(If ves, prepare Draft Press Release, Email MV Commitment Rcd. from Firm Yes X No O
it to Cecelia Parise)

Acceptable Bio reviews tabbed Yes O No O Modified-release dosage form: Yes [0 Nol
Bio Review Filed in DFS: Yes [0 No O Interim Dissol. Specs in AP Ltr: Yes O
Suitability Petition/Pediatric Waiver Yes [J

Pediatric Waiver Request Accepted [ Rejected O Pending O



Previously reviewed and tentatively approved | Date
Previously reviewed and CGMP def. /NA Minor issued O Date
Comments:DATE OF APPLICATION: September 23, 2004

3. Labeling Endorsement
Reviewer: Labeling Team Leader:
Date Date8/15/08
Name/Initials Name/Initialsrlw/for
Comments:

From: Golson, Lillie D

Sent: Monday, August 04, 2008 10:37 PM

To: Hinchliffe, Thomas; Golson, Lillie D

Subject: FW: 77-285 Needs AP Endorsement

Hi Tom,

From a labeling standpoint, labeling is acceptable for approval. Please endorse the AP
routing form on behalf of Michelle and me.

Thanks

From: Dillahunt, Michelle

Sent: Monday, August 04, 2008 11:49 AM

To: Golson, Lillie D

Subject: FW: 77-285 Needs AP Endorsement

Labeling is acceptable.

4. David Read (PP IVs Only) Pre-MMA Language included O Date 01Aug08
OGD Regulatory Counsel, Post-MMA Language Included @O InitialsDTR
Comments:Changes to AP/TA ltr saved to V drive.

5. Div. Dir./Deputy Dir. DaFe§4%349§
Chemistry Div. II InitialsF¥

Comments: CMC ok Commitment to conduct dose dumping studies post approval.

6. Frank Holcombe First Generics Only Date8/15/08
Assoc. Dir. For Chemistry Initialsrlw/for
Comments: (First generic drug review)

N/A. Multiple ANDAs have been approved for the 300 mg tablet strength. 1In
addition, Anchen's ANDA 77-284 for the 150 mg tablet strength was approved on
December 14, 2006.

7. Vacant . Date
Deputy Dir., DLPS Initials
RLD = Wellbutrin XL Extended-release Tablets 150 mg and 300 mg (Once-daily)
SmithKline Beecham (GlaxoSmithKline) NDa 21-515 (001, 002)

8. Peter Rickman : Date 8/15/08
Director, DLPS Initials rlw/for
Para.IV Patent Cert: Yes[] No[l;Pending Legal Action: Yes [ONo [J;Petition: Yes[d No[J
Comments: Bioequivalence studies (fasting and non-fasting) on the 150 mg tablet
strength found acceptable 12/23/05. In-vitro dissolution testing on both strengths
also found acceptable. Bio study sites have acceptable DSI inspection histories.
Office-level bio endorsed 12/23/05. [Review located in V:\drive 77285A1205.doc].
Commitment obtained to perform ethanol "dose-dumping" studies post-approval.

Final printed labeling (FPL) found acceptable for approval 7/11/08.



OR

10.

CMC found acceptable for approval (Chemistry Review #4) 7/25/08.

Robert L. West Date 8/15/08
Deputy Director, OGD Initials RLWest
Para.IV Patent Cert: Yesl Nol[l; Pending Legal Action: Yes[O NolX; Petition: Yes[J NoX
Press Release Acceptable O

Comments: Acceptable EES dated 5/2/08 (Verified 8/15/08). No "OAI" Alerts noted.

Actavis (formerly Abrika) made paragraph IV certifications to the 341 and '327
patents listed in the Orange Book. Actavis was sued on both patents within the
statutory 45-day period. The litigation was dismissed by the court on July 31,
2007. There are no other patents listed in the current Orange Book for this drug
product. Actavis has choosen to "carve-out" information from its package insert
labeling pertaining to the I-497 exclusivity (prevention of major depressive
episodes in patients with SAD). This is acceptable.

Actavis's ANDA for the 300 mg tablet strength is recommended for approval.

Actavis's 150 mg tablet strength may be tentatively approved at this time. Final
approval for the 150 mg tablet strength is blocked by Anchen's 180-day generic

drug exclusivity for the 150 mg tablet strength under ANDA 77-284. This exclusivity
will expire on November 26, 2008.

Gary Buehler Date 8/15/08
Director, OGD Initials rlw/for
Comments:

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

Press Release Acceptable 0O

Project Manager, Thomas Hinchliffe Team 10 Date8/15/08
Review Support Branch Initials TOH
Date PETS checked for first generic drug {(just prior to notification to firm)

Applicant notification:
8/15/08Time notified of approval by phone 8/15/08Time approval letter faxed

FDA Notification:

8/15/08Date e-mail message sent to "CDER-OGDAPPROVALS” distribution list.
8/15/08Date 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
8/15/2008 11:05:45 AM



@ctavis

creating value in pharmaceuticals

July 25, 2008

| ORIG AMENDRMENT
Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs - ocoo-AR
Center for Drug Evaluation and Research

U.S. Food and Drug Administration

Central Document Room

7500 Standish Place

Room East 150

Rockville, MD 20855

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
TELEPHONE AMENDMENT - Residual Solvents (Amendment 27) USP
Chapter <467>

( Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the
Agency on September 23, 2004 and October 1, 2004, respectively as well as:

e Telephone Amendment (Amendment 23) submitted on June 9, 2007.
Fax sent to Tom Hinchliffe, Pharm. D. on July 16, 2008.

e Teleconference with Tom Hinchliffe, Pharm. D., Naigi Ya, Ph.D., Monique Weitz and Jim
Huang, Ph. D. on July 17, 2008.

e Fax sent to Tom Hinchliffe, Pharm. D. on July 22, 2008

e Teleconference with Tom Hinchliffe, Pharm. D., Naigi Ya, Ph.D., Bing Wu, Ph.D., Monique
Weitz, Jim Huang, Ph. D. and Diane Guo on July 23, 2008.

Actavis is submitting this Telephone Amendment via fax on July 24, 2008 and electronically on July
25,2008 in response to the telephone conference fax received via fax on July 16, 2008. Our
response follows this cover letter.

‘This amendment is being submitted according to the eCTD guidance.

RECEIVED
Juk 282008

oGD

Actavis SouthAtlantic LLC : 13800 NW 2nd Street, #190 E £(+1)954 3156600 | www.actavis.com
i Sunrise, FL 33325 } F(+1)954 3156601 !



The following original signature documents are being submitted both as paper and electronic PDF
documents:

FDA Form 356h

Cover letter

Field copy letter

FDA Form 3674

The size of the electronic submission is approximately 1.25 MB. The files are free of viruses as
determined by using Trend Micro™ OfficeScan™ Version 7.3 (virus definition date July 25, 2008).

In addition, a letter is being sent to Actavis’ FDA Field Office stating that this amendment has been
filed with FDA electronically and can be found in FDA’s electronic document room.

If there are any questions concerning this submission, please contact me at 954-315-6502.
Thank you.
Sincerely,

Monique Weitz
Senior Director, Project and Site Management
Actavis South Atlantic LLC

Actavis SouthAtiantic LLC : 13800 NW 2nd Street, #190 | t(+1)954 3156600 | www.actavis.com
. Sunrise, Fl. 33325 1 f{+1)954 3156601 |
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July 25, 2008

Food and Drug Administration
District Office

555 Winderley Place
Maitland, FL 32751

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Telephone Amendment — Residual Solvents (Amendment 27) USP Chapter
<467>

Dear Sir/Madam:

Please be advised that Actavis has faxed and filed our Telephone Amendment (Amendment 27)
for ANDA 77-285, Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300
mg, on July 24, 2008 and July 25, 2008 respectively. This amendment will be located in FDA’s
electronic document room for review.

Actavis commits to providing any updated information to the District Office as appropriate.
Please direct any questions to:

Monique Weitz, Sr. Director, Project and Slte Management
Actavis South Atlantic, LLC

13800 N.W. 2™ Street, Suite 190

Sunrise, Florida 33325

Telephone: 954-313-6502 Fax: 954-315-66550

Thank you.

Sincerely,

77‘. 7\/ -
T
Momgue Weitz _ . R E CE, VE D

Sr. Director, Project and Site Management
Actavis South Atlantic LLC JUL 2 82008

OGD

Actavis SouthAtlantic LLC ; 13800 NW 2nd Street, #190 i t{+1)954 3156600 : www.actavis.com
i Sunrise, FL 33325 i f(+1)9543156601 !
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Fax
To: Tom Hinchliffe, Pharm.D. From: Monique Weitz
Fax (240) 276-8582 Date: July 22, 2008
Phone: (240) 276-8536 Pages: 16, including cover
Re: ANDA #77-285 CC: Naigi Ya, Ph.D.
7/16/2008 <467> Telephone Amendment
-1 Urgent [IFor Review 0 Please Comment [ Please Reply [] Please
Recycle
«Comments:
Tom,

As mentioned on my voicemail message, Actavis would like to set up a telephone conference to
discuss the following proposal with respect to the 7/16/2008 <467> telephone amendment.

Please note that this is a different approach than discussed on our July 17, 2008 telephone
conference.

Thank you for reviewing this proposal. We look forward to hearing from you.
Kind Regards,

Monique Weitz
(954) 315-6502

Cc: Jim Huang, Ph.D. (Actavis)

Actavis SouthAtiantc LLC | 13800 NW 2 Street. Suite 190 ! #954 315 6600 | wwwactavis.com
! Sunrise. FL 33325 ! £954 315 6601 |



Residual solvents evaluation for Bupropion Hydrochloride Extended Release
Tablets as per USP <467> guideline

Basic information about drug substances and excipients used in the drug product:

T b(4)
b(4)

b(4)

Basis for proposed calculation for each residual solvent in the drug product:

— | bd)



Redacted y  page(s)
of trade secret and/or
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Fax

To: 'fom Hinchliffe From: Monique Weitz

Fax: (240) 276-8582 ; Date: July 18, 2008

Phone: (240) 276-8536 Pages: 2, including cover

Re: ANDA #77-285 CC:

~[1 Urgent [OFor Review  [1Piease Comment [ Please Reply [1Please
Recycle

*Comments;

Tom,

As mentioned on my voicemail message, Actavis would like clarification on the 7/16/2008
telephone amendment. : ,

Background:

On June 9, 2008 Actavis submitted a report titled “Bupropion HC! Extended-Release
Tablets: Bvaluation for Residual Solvents TECHNICAL REPORT NO.: AS097” for the residual
solvents in Bupropion Hydrochloride Extended-Release Tablets (XL) 150 mg and 300 mg.

We have taken a cumulative procedure (USP option 2) to calculate maximum daily exposure
levels in the drug product based on residual solvents in its ingredients. If the calculation
results are less than or equal to Permitted Daily Exposure (PDE) provided in USP <467>,
then no test of the drug product is required. In the report, we calculated all possible residual
solvents in all ingredients in Bupropion Hydrochloride Extended-Release Tablets (XL) 150
mg and 300 mg. A summary of residual solvents in the drug product is provided on page 19
of the report. They are far below permitted daily exposure.

o See page 22 of the report for information on residual solvents in - - h{4)
See page 24 of the report for information on residual solvents in’
See page 30 of the report for information on residual solvents in ———— h(4)
o

o See page 38 of the report for information on residual solvents in —— b(4)

e See page 47 of the report for information on residual solvents in —— ) 4
Actavis SeuthaAtlantic LLC | 13800 NW 2 Street. Suite 190 | 954 315 6600 | www.actavis.com (
| Suuorise, FL 33325 1 1954 3156601 |

)
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Our question is'the following:

Based on our understanding of USP <467>, commumcatlons with USP, the report that was
submitted and the additional background information provided above, Actavis would like
clarification on why the test specifications for the inactive ingredients to include residual solvent
specifications (solvent identity, acceptance criteria, and test methods) as listed in the Telephone
Amendment is being requested. .

Thank you for taking the time to review this request.
Kind Regards,

Monique Weitz
(954) 315-6502

Actaviz SouthAtiantic LLC | 13800 NW 2™ Street, Suite 190 | 7954 315 6600 | www.actavis.com
! Suarise, FL 33325 1 /954 315 6601
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TELEPHONE CONFERENCE FAX
ANDA 77-285

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North 11
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (240-276-9327)

A;PPLICANT: Actavis South Atlantic LLC TEL: 954-315-6502

ATTN: Monique Weitz FAX: 954-315-6601

FROM: Thomas Hinchliffe FDA CONTACT PHONE: (240) 276-8536
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated September 23, 2004, submitted

pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Tablets, 150
mg and 300 mg. :

The deficiencies presenzed below represent MINOR deficiencies identified during the ongoing review and the
current review cycle will remain open. You should respond 1o these deficiencies with a “Telephone Amendment”
within ten working days. If you have guestions regarding these deficiencies please contact the Praject Manager,
Thomas Hinchliffe at (240) 276-8536. Please submit documentation by fax to the attention of the Project Manager

at ENTER FAX NUMBER HERE. Please also submit official hard copies of any faxed documentation to the
Document Room,

SPECIAL INSTRUCTIONS:

Please submit your response in electronic format.

This will improve document availability to review staff.

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 A.PPLICAB_LE LAW,

[f received by someone other than the addresses or a persen authorized o deliver 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 authorized. If you have peceived this document in €rmor, please immediately
notify us by telephone and rewum it to us by mail at the above address.



JUL-1b-8uus8 14:83 From: 10:954315661 P.22

]
CHEMISTRY REVIEW

CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 77-285

APPLICANT: Actavis South Atlantic LLC

DRUG PRODUCT: Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg
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
contact the Praject Manager, Tom Hinchliffe, at 24 0-276-853f Please submit
documentation by fax to the autention of the Project Manager at 240-276-8582. Please
also submit official hard copies of any Jaxed documeniation to the Document Room.

A. Deficiencies:

Regarding the Residual Solvents testing for the raw materials and the drug product
per the USP < 467>:

* Please update the test specifications for the inactive ingredients
' - - o nd — —and
to include residual solvents specifications (solvent identity,
acceptance criteria, and test methods).

—

o Test methods for the residual solvents testing should also be validated if non-USP
methods are used.

* Please also update COAs for the excipients to include the residual solvents
results,

b(4;

&
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June 26, 2008

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs

Center for Drug Evaluation and Research

U.S. Food and Drug Administration .

7500 Standish Place OR|G“AMENDMENT

Room East 150 }j /”
Rockville, MD 20855 /({7//(

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg & 300 mg
Final Printed Labeling & Exclusivity Statement Amendment (26)

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the
Agency on September 23, 2004 and October 1, 2004, respectively as well as:

FDA letter stating the ANDA received acceptable for filing November 10, 2004.
Final Printed Labeling Amendment (9) submitted July 9, 2005.

Final Printed Labeling Amendment (16) submitted April 2, 2008.

Final Printed Labeling Amendment (22) submitted May 19, 2008

Final Printed Labeling Amendment (24) submitted June 16, 2008

Final Printed Labeling Amendment (25) submitted June 23, 2008

Reference is made to the June 25, 2008 telephone conversation between Monique Weitz, Senior

Director, Project & Site Management and Michelle Dillahunt from the Office of Generic Drugs,

Labeling Division. Ms. Dillahunt had requested that Actavis delete all references to seasonal

affective disorder from the Outsert and Medication Guide due to the I-497 exclusivity term vﬁ%

expires June 12, 2009, - RECEIVE]

Actavis is also submitting an exclusivity statement regarding the I-497 exclusivity. Please see JUN 2 7 2008

Section 1.3.5.2.
oGD

This amendment is being submitted to provide labeling with the 300 mg strength only. At approval,
Actavis will only be given approval on the 300 mg strength with a tentative approval on the 150 mg
due to exclusivity held by another firm. Therefore, Actavis has carved out the 150 mg from our
labeling at this time. Once Actavis has been given the approval for the 150 mg, the labeling will be
resubmitted to include the 150 mg strength.

This Labeling Amendment consists of one volume; one archival (blue) hard copy and CDROM will

be sent via courier.

Actavis SouthAtlantic LLC E 13800 NW 2nd Street, #190 | t(+1)954 3156600 | www.actavis.com
I Sunrise, FL 33325 P f{+1)9543156601 |




The final printed labeling for Bupropion Hydrochloride Extended-Release Tablets (XL), 300 mg,
package outsert has been provided. In accord with the December 11, 2003, electronic labeling rule,
the final printed labeling for the package outsert is being provided electronically as Adobe Acrobat

' PDF files and corresponding Microsoft Word files. The labeling is also being submitted in SPL
format. The size of the electronic submission is approximately 2 MB. The files are free of viruses
as determined by using Trend Micro MOfficeScan M Version 7.3 (virus definition date June 26,
2008). ' :

If there are any questions concerning this submission, please contact me at 954-315-6600.
Thank you,

Wﬁw%

Monique Weitz
Senior Director, Project and Site Management
Actavis South Atlantic LLC

Cc: Michelle Dillahunt

Actavis SouthAtlantic LLC E 13800 NW 2nd Street, #190 . t{+1) 954 315 6600 ' www,actavis.com
v Sunrise, FL 33325 L f(+1) 9543156601
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June 23, 2008 oGD

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs

Center for Drug Evaluation and Research

U.S. Food and Drug Administration

7500 Standish Place

Room East 150 /’/‘/ — 000 -AF
Rockville, MD 20855

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg & 300 mg
Final Printed Labeling Amendment (Amendment 25) '

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were subm1tted to the
Agency on September 23, 2004 and October 1, 2004, respectively as well as:

FDA letter stating the ANDA received acceptable for filing November 10, 2004.
Final Printed Labeling Amendment (9) submitted July 9, 2005. '

Final Printed Labeling Amendment (16) submitted April 2, 2008.

Final Printed Labeling Amendment (22) submitted May 19, 2008

Final Printed Labeling Amendment (24) submitted June 16, 2008

Reference is made to the telephone conversation between Monique Weitz, Senior Director, Proj ect
& Site Management and Michelle Dillahunt from the Office of Generic Drugs, Labeling Division.
Ms. Dilllahunt had requested that Actavis add the Medication Guide onto the Outsert.

Actavis has provided the amended Outsert discussed in thé above mentioned telephone conversation.

This amendment is being submitted to provide labeling with the 300 mg strength only. At approval,
Actavis will only be given approval on the 300 mg strength with a tentative approval on the 150 mg
due to exclusivity held by another firm. Therefore, Actavis has carved out the 150 mg from our
labeling at this time. Once Actavis has been given the approval for the 150 mg, the labeling will be
resubmitted to include the 150 mg strength.

This Labeling Amendment consists of one volume; one archival (blue) hard copy and CDROM will
be sent via courier.

The final printed labeling for Bupropion Hydrochloride Extended-Release Tablets (XL), 300 mg,
package outsert has been provided. In accord with the December 11, 2003, electronic labeling rule,
the final printed labeling for the package outsert is being provided electronlcally as Adobe Acrobat

Actavis SouthAtlantic LLC ; 13800 NW 2nd Street, #190 | £{+1) 9543156600 | www.actavis.com
\ Sunrise, FL 33325 ¢ f(+1)9543156601 |



PDF files and corresponding Microsoft Word files. The labeling is also being submitted in SPL
format. The size of the electronic submission is apProximately 600 KB. The files are free of viruses
as determined by using Trend Micro ™OfficeScan'™ Version 7.3 (virus definition date June 16,
2008).

If there are any questions concerning this submission, please contact me at 954-315-6600.
Thank you,
Monique Weitz

Senior Director, Project and Site Management
Actavis South Atlantic LLC '

Cc: Michelle Dillahunt

Actavis SouthAtlantic LLC | 13800 NW 2nd Street, #190 f t(+1) 954 315 6600 WWW.actavis.com
 Sunrise, FL. 33325 v f(+1) 9543156601 &
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June 16, 2008
' ORIG AMENDMENT
Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs O - 000 -AF RECEIVED

Center for Drug Evaluation and Research

U.S. Food and Drug Administration A
7500 Standish Place JUN 17 2008
Room East 150 OGD

Rockville, MD 20855

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg & 300 mg
Final Printed Labeling Amendment (Amendment 24)

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the
Agency

on September 23, 2004 and October 1, 2004, respectively as well as:

FDA letter stating the ANDA received acceptable for filing November 10, 2004.
Final Printed Labeling Amendment (9) submitted July 9, 2005.

Final Printed Labeling Amendment (16) submitted April 2, 2008.

Final Printed Labeling Amendment (22) submitted May 19, 2008

Labeling deficiency comments from FDA’s June 13, 2008 telefax are provided in italicized text with
responses from Actavis following each comment in normal bold text. A copy of the telefax is
provided after this transmittal letter for ease of review.

This amendment is being submitted to provide labeling with the 300 mg strength only. At approval,
Actavis will only be given approval on the 300 mg strength with a tentative approval on the 150 mg
due to exclusivity held by another firm. Therefore, Actavis has carved out the 150 mg from our
labeling at this time. Once Actavis has been given the approval for the 150 mg, the labeling will be
resubmitted to include the 150 mg strength.

This Labeling Amendment consists of one volume; one archival (blue) hard copy and CDROM will
be sent via courier.

The final printed labeling for Bupropion Hydrochloride Extended-Release Tablets (XL), 300 mg,
package outsert has been provided. In accord with the December 11, 2003, electronic labeling rule,
the final printed labeling for the package outsert is being provided electronically as Adobe Acrobat
PDF files and corresponding Microsoft Word files. The labeling is also being submitted in SPL
format. The size of the electronic submission is approximately 3.0 MB. The files are free of viruses

Actavis SouthAtlantic LLC | 13800 NW 2nd Street, #190 : t(+1) 954 315 6600 : www.actavis.com
1 Sunrise, FL 33325 v f{+1)9543156601 |



as determined by using  Trend Micro ™OfficeScan™ Version 7.3 (virus definition date June 16,
2008).

If there are any questions concerning this submission, please contact me at 954-315-6600.
Thank you,
Monique Weitz

Senior Director, Project and Site Management
Actavis South Atlantic LLC

Cc: Michelle Dillahunt

Actavis SouthAtlantic LLC | 13800 NW 2nd Street,#190 i £(+1) 954 315 6600 E www.actavis.com
i Sunrise, FL 33325 P f(+1) 9543156601
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June 9, 2008

Thomas Hinchliffe, Pharm.D.
Office of Generic Drugs
Center for Drug Evaluation and Research

U.S. Food and Drug Administration R E CE§ v pen

=k

Central Document Room

7500 Standish Place ORIG AMENDMENT NUN 1.0 959 8
Room East 150 : M= ovn - A A

Rockville, MD 20855 QGh

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Gratuitous Amendment — Residual Solvents (Amendment 23) USP Chapter <467>

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the
Agency on September 23, 2004 and October 1, 2004, respectively. Please also reference our
Chemistry Major Amendment submitted on April 27, 2007.

Actavis is submitting this Telephone Amendment in accord with the July 1, 2008 deadline for
submission of Residual Solvents testing of our drug substance, excipients, and drug product, as
required by USP Chapter <467>.

Actavis’ attached report, AS-097, shows that ANDA 77-285 complies with the following:

* The drug substance, bupropion hydrochloride, and excipients comprising the Actavis’ Bupropion
Hydrochloride Extended-Release Tablets (XL) have residual solvent acceptance limits that fall within
the ICH Q3C (option 1) limit.

e The drug substance, bupropion hydrochloride, and excipients comprising the Actavis’ Bupropion
Hydrochloride Extended-Release Tablets (XL) weighted by their amount in the drug product, results
in a cumulative daily exposure for residual solvents that falls within the ICH Q3C (option 2) limit.

In addition to the above report, Actavis commits to re-assess our compliance with USP <467> if we
change ingredient suppliers in the post approval period.

Please note that the ANDA was submitted by Abrika Pharmaceuticals, Inc. and there may be
references to Abrika Pharmaceuticals, Inc. throughout the original submission and subsequent
amendments. Abrika Pharmaceuticals, Inc. was purchased by Actavis Group, hf on April 18, 2007.
The name change to Actavis South Atlantic LLC was certified on May 11, 2007. A New
Correspondence as notification of this name change was submitted to FDA on March 19, 2008.

Actavis SouthAtlantic LLC : 13800 NW 2nd Street, #190 : t{+1) 954 315 6600 : www.actavis.com
i Sunrise, FL. 33325 i F(+1)954 3156601 |



The enclosed telephone amendment is organized in Common Technical Document (CTD) format
and is contained on one CDROM. On February 25, 2008, Actavis was granted a waiver by Virginia
Ventura of CDER for submission in eCTD format under the condition that we submit using the
“hybrid” method. As such, the documents have been arranged in folders according to the eCTD
guidance. A hyperlinked PDF Table of Contents is located on the CDROM outside of the folders to
act as a backbone and contains links the files contained in the folders. Hyperlinks within the table of
contents and methods-validation files are indicated by blue text.

The following original signature documents are being submitted both as paper and electronic PDF
documents:

e FDA Form 356h

o Cover letter

e Field copy letter

This amendment contains Module 1 as well as an Appendix 1, and is being submitted electronically
in PDF format, with the exception of the above sections which are being submitted both as paper and
electronic files, on one CDROM which is being submitted via overnight courier. The size of the
electronic submission is apProximately 10 MB. The files are free of viruses as determined by using
Trend Micro™ OfficeScan'™ Version 7.3 (virus definition date June 9, 2008).

In addition, a letter is being sent to Actavis’ FDA Field Office stating that this amendment has been
filed with FDA electronically and can be found in FDA’s electronic document room.

If there are any questions concerning this submission, please contact me at 954-315-6502.
Thank you.
Sincerely,

Hindley Williams
Senior Manager, Quality Assurance
Actavis South Atlantic LLC

Actavis SouthAtlantic LLC ¢ 13800 NW 2nd Street, #190 | t(+1)954 3156600 | www.actavis.com
. Sunrise, FL 33325 POf(+1)954 3156601



crea}: mq] aéueza(%armaceut:cals

Food and Drug Administration
District Office

555 Winderley Place
Maitland, FL 32751

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Telephone Amendment — Residual Solvents (Amendment 23) USP Chapter
<467>

Dear Sir/Madam:

Please be advised that Actavis has filed our Telephone Amendment (Amendment 23) for ANDA
77-285, ANDA Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg,
via overnight courier today, June 9, 2008, with FDA on one CDROM. This amendment will be
located in FDA’s electronic document room for review.

Actavis commits to providing any updated information to the District Office as appropriate.
Please direct any questions to:

Monique Weitz, Sr. Director, Project and Site Management
Actavis South Atlantic, LLC
13800 N.W. 2™ Street, Suite 190
- Sunrise, Florida 33325
Telephone: 954-313-6502 Fax: 954-315-66550

Thank you.

Sincerely, - ‘

Hindley Williams
Senior Manager, Quality Assurance
Actavis South Atlantic LLC

Actavis SouthAtlanticLLC | 13800 NW 2nd Street,#190 1 {-+1) 9543156600 . www.aclavis.com

i Sunrise, FL 33325 v 1(41)954 315 6601 :
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May 19, 2008

ORIG AMENDMENT

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs AT
Center for Drug Evaluation and Research %& %E - *‘""?{ '

U.S. Food and Drug Administration

7500 Standish Place

Room East 150
Rockville, MD 20855

Reference: ANDA 77-285 ‘
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg & 300 mg
Final Printed Labeling Amendment (Amendment 22)

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency
on September 23, 2004 and October 1, 2004, respectively as well as:

® FDA letter stating the ANDA received acceptable for filing November 10, 2004.
¢ Final Printed Labeling Amendment (9) submitted July 9, 2005.
* Final Printed Labeling Amendment (16) submitted April 2, 2008.

This amendment is being submitted to provide labeling with the 300 mg strength only. At approval, Actavis
will only be given approval on the 300 mg strength with a tentative approval on the 150 mg due to exclusivity
held by another firm. Therefore, Actavis has carved out the 150 mg from our labeling at this time. Once
Actavis has been given the approval for the 150 mg, the labeling will be resubmitted to include the 150 mg
strength.

This Labeling Amendment consists of one volume; one archival (blue) hard copy and CDROM will be sent
via courier.

The final printed labeling for Bupropion Hydrochloride Extended-Release Tablets (XL), 300 mg, package
outsert has been provided. In accord with the December 11, 2003, electronic labeling rule, the final printed
labeling for the package outsert is being provided electronically as Adobe Acrobat PDF files and
corresponding Microsoft Word files. The labeling is also being submitted in SPL format. The size of the
electronic submission is approximately 4.5 MB. The files are free of viruses as determined by using Trend
Micro™OfficeScan™ Version 7.3 (virus definition date May 19, 2008).

If there are any questions concerning this submission, please contact me at 954-315-6600.

Thank you, R ECE, VE D
7,,7&%7/5% MAY 2 0 2008

Monique Weitz OGD

Senlor DlreCtor’ PrOJGCt and Slte Management Actavis SouthAtlantic LLC . 13800 NW 2nd Street, #190 : f(-+1) 954 315 6600 : www.actavis.com
Actavis South Atlantic LLC ! Sunrise, FL 33325 | F1+1)9543156601 |
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April 1,2008

Thomas Hinchliffe, Pharm.D.
Office of Generic Drugs
Center for Drug Evaluation and Research

U.S. Food and Drug Administration DMENT
7500 Standish Place ORlG AMEN
Room East 150 M ] A F

Rockville, MD 20855

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Final Printed Labeling Amendment (Amendment 16)

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency
on September 23, 2004 and October 1, 2004, respectively. Please also reference our Chemistry Major
Amendment submitted on April 27, 2007.

This amendment is being submitted in response to updated labeling for the RLD, Wellbutrin® XL, which was
approved by FDA on August 2, 2007 as well as FDA’s labeling amendment facsimile received on June 12,
2006. Because the RLD has updated their labeling multiple times since Actavis last submitted labeling on
July 8, 2005, Actavis has used the current RLD labeling as the basis to create the attached submitted labeling
as opposed to our most recently submitted labeling (July 8, 2005).

Deficiency comments from FDA’s June 12, 2006 facsimile are provided in Attachment 1 in italicized text
with responses from Actavis following each comment in normal bold text.

This Labeling Amendment consists of one volume; one archival (blue) hard copy and CDROM will be sent
via courier.

The final printed labeling for Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg,
package insert has been provided. In accord with the December 11, 2003, electronic labeling rule, the final
printed labeling for the package insert is being provided electronically as Adobe Acrobat PDF files and
corresponding Microsoft Word files. The labeling is also being submitted in SPL format. The size of the
electronic submission is approximately 4.5 MB. The files are free of viruses as determined by using Trend
Micro™OfficeScan™ Version 7.3 (virus definition date April 1, 2008).

If there are any questions concerning this submission, please contact me at 954-315-6600.
Thank you, RE@EEVEE
777/;3’47% APR 0 2 2008

Monique Weitz GO

Senior Director, Project and Site Management .
: : Actavis SouthAtlantic LLC | 13800 NW 2nd Street, #190 | £(+1) 954 315 6600 : www.actavis.com
ACtaVIS South Atlantlc LLC : Sunrise, FL. 33325 . E f{+1)954 3156601 |



Bupropion Hydrochloride Extended-Release Tablets (XL) 150 mg & 300mg Actavis South Atlantic LLC
Final Printed Labeling Amendmient (16) ANDA 77-285

- Attachment 1
Responses to Requested Information

Labeling Deficiencies:

CONTAINER: 30s 1 ——— (150 mg and 300 mg)

Satisfactory in final prz'nt' as of Septembér 28, 2005 submission.
Response: |

Actavis acknowledges that the 30s container labels submitted as of September 28,
2005 are accepted as satlsfactory

— - - - ' : B ) - ‘
————————,

accord with unit of use rules, as of thls tmié Actav1s is submitting a 30 count and 90
. count packaging configuration for both 150 mg and 300 mg.

PHYSICIAN INSERT
Add the following paragraph under the WARNINGS section after the 4" paragraph:
“Adults with MDD or co-morbid depression in the ... either increases or decreases.

In addition, patients with a history of suicidal behavior or thoughts, those patients
exhibiting a significant degree of suicidal ideation prior to commencement of treatment,
and young adults, are at an increased risk of suicidal thoughts or suicidal attempts, and
should receive careful monitoring during treatment. [American Psychiatric Association
Practice Guideline for the Assessment and Treatment of Patients with Suicidal Behavzors
2003] [Brown, 2000].”

Response:

Actavns has added the followmg paragraph under the WARNINGS section after the
4™ paragraph:

“Adults with MDD or co-morbid depression in the ... either increases or decreases.
In addition, patients with a history of suicidal behavior or thoughts, those patients
exhibiting a significant degree of suicidal ideation prior to commencement of

treatment, and young adults, are at an increased risk of suicidal thoughts or suicidal
attempts, and should receive careful monitoring during treatment. [American
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Bupropion'Hydrochlo_ride Extended-Release Tablets (XL) 150 mg & 300mg Actavis South Atlantic LLC
Final Printed Labeling Amendment (16) ANDA 77-285

Psychiatric Association Practicé Guideline for the Assessment and Treatment of
Patients with Suicidal Behaviors, 2003] [Brown, 2000].”

Page 2 of 2
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creating value in pharmaceuticals

March 27, 2008

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs A~ o« F A
Center for Drug Evaluation and Research ’ M
U.S. Food and Drug Administration

Central Document Room

7500 Standish Place

Room East 150

Rockville, MD 20855

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Gratuitous Amendment — Analytical Site Change (Amendment 21)

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the
Agency on September 23, 2004 and October 1, 2004, respectively. Please also reference our
Chemistry Major Amendment submitted on April 27, 2007.

In accord with 21 CFR 314.70 and a Guidance published September 2003 on a Stand-Alone -
Analytical Testing Laboratory Site Change (SUPAC-MR), Actavis is submitting a Gratuitous
Amendment for an Analytical Testing Laboratory Site Change.

b(4)

Actavig ig nronasino an Analviical Tectino T aharatnrv Qite Chanoe tn - far Amiao

r

the future for this ANL
Suibii |

Please note that the ANDA was submitted by Abrika Pharmaceuticals, Inc. and there may be
references to Abrika Pharmaceuticals, Inc. throughout the original submission and subsequent
amendments. Abrika Pharmaceuticals, Inc. was purchased by Actavis Group, hf on April 18, 2007.
The name change to Actavis South Atlantic LLC was certified on May 11, 2007. A New
Correspondence as notification of this name change was submitted to FDA on March 19, 2008.

RECEIVED

MAR 2 8 2008 Actavis SouthAtlantic LLC : 13800 NW 2nd Street, #190 . £(+1)954 3156600 | www.actavis.com

+ Sunrise, FL 33325 1 f{+1)9543156601




This Gratuitous Amendment consists of one volume; three hard copies, archival (blue), review-
chemistry (red), and field (maroon) are being submitted via overnight courier. In accordance with 21
CFR 314.96, or 314.94, the field copy of the technical section of the amendment has been sent
directly to the FDA District Office in Maitland, Florida. Please note an updated field copy
certification is provided.

If there are any questions concerning this submission, please contact me at 954-315-6502.
Thank you.
Sincerely,

Monique Weitz
Senior Director, Project and Site Management
Actavis South Atlantic LLC

Actavis SouthAtlantic LLC : 13800 NW 2nd Street, #190 | t(+1) 9543156600 | www.actavis.com
¢ Sunrise, FL 33325 ¢ f{+1)9543156601 |
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creating value in fharmaceutlcals
March 2

Food and Drug Administration
District Office

555 Winderley Place
Maitland, FL 32751

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Gratuitous Amendment — Analytical Site Change (Amendment 21)

Dear Sir/Madam:

Pursuant to the requirements in 21 CFR 314.94(d)(5), and concurrent with the filing of our
original gratuitous amendment for ANDA 77-285, enclosed please find the “Field Copy” in
support of Abrika Pharmaceuticals’ ANDA Bupropion Hydrochloride Extended-Release Tablets
(XL), 150 mg and 300 mg. The Field Copy contains:

e A Field Copy Certification
A true copy of the Form FDA 356h filed with the subject gratuitous amendment
¢ A true copy of the Technical Sections provided in the submission of the subject
gratuitous amendment -

Abrika commits to providing any updated information to the District Office as appropriate.
Please direct any questions to:
Monique Weitz, Sr. Director, Project and Site Ménagement
Actavis South Atlantic, LLC ,
13800 N.W. 2" Street, Suite 190
Sunrise, Florida 33325
Telephone: 954-313-6502 Fax: 954-315-66550
Thank you.
Sincerely,

Momque Weitz 7%

Senior Director, Project and Site Management
Actavis South Atlantic LLC

Actavis SouthAtlantic LLC | 13800 NW 2nd Street, #190 E £(+1) 954 315 6600 :' www actavis.coin

s Sunrise, FL 33325 v f{+1)954 3156601 |
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creating value in pharmaceuticals

March 20, 2008

(

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs 5 AMENDMENT
Center for Drug Evaluation and Research

U.S. Food and Drug Administration \\\ / Q{&
Central Document Room

7500 Standish Place

Room East 150
Rockville, MD 20855

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Bioequivalence Amendment (Amendment 18)

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency
on September 23, 2004 and October 1, 2004, respectively. Please also reference our Chemistry Major
Amendment submitted on April 27, 2007.

This amendment is being submitted in response to FDA’s Bioequivalency Amendment facsimile received on
July 2, 2007. Deficiency comments from FDA’s July 2, 2007 facsimile are provided in Attachment 1 in
italicized text with responses from Actavis following each comment in normal bold text.

Please note that the ANDA was submitted by Abrika Pharmaceuticals, Inc. and there may be references to
Abrika Pharmaceuticals, Inc. throughout the original submission and subsequent amendments. Abrika
Pharmaceuticals, Inc. was purchased by Actavis Group, hf on April 18, 2007. The name change to Actavis
South Atlantic LLC was certified on May 11, 2007. A New Correspondence as notification of this name
change was submitted to FDA on March 19, 2008.

In accordance with 21 CFR 314.96, this Bioequivalency Amendment consists of one volume; two hard
copies, archival (blue) and review-bioequivalence (orange) are being submitted via overnight courier.

If there are any questions concerning this submission, please contact me at 954-315-6502.
Thank you.

Sincerely,

Monique Weitz A%

Senior Director, Project and Site Management
Actavis South Atlantic LLC

Actavis SouthAtlantic LLC : 13800 NW 2nd Street, #190 | t(+1) 9543156600 | www.actavis.com
1 Sunrise, FL. 33325 P f(+1)954 3156601 |



Bupropion Hydrochloride Extended-Release Tablets (XL) 150 mg& 300mg v Actavis South Atlantic LLC

_ Bioeguivalence Amendment (18) . L e e ANDA 77-285 _

Attachment 1
Responses to Requested Information

Due to concern that some extended-release drug products may release drug quickly
(“dose dumping ') when ingested with alcoholic beverages, the Agency currently requests
that you conduct additional dissolution testing 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 alcohol:

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

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

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

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

Please submit standard operating procedures (SOPs) for the dissolution testing
above, individual dissolution data, mean values, standard deviations, coefficient of
variation (CV%), and Dplots of the percent dissolved data.

We ask that these studies be performed as post-approval commitments, and completed
within 6 months of approval.

Please acknowledge your agreement to perform the aforementioned dissolution
studies.

Response:

Actavis acknowledges and agrees to completing and submitting the above studies within
six months of approval of our ANDA 77-285, Bupropion Hydrochloride Extended-
Release Tablets, 150 mg and 300 mg.

Page 1 of 1
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March 19, 2008

Thomas Hinchliffe, Pharm.D. N EW C O R ES P

Office of Generic Drugs )QA
Center for Drug Evaluation and Research .

U.S. Food and Drug Administration B E CE [ ‘?&!E ﬁ

7500 Standish Place -

Room East 150 MAR 2 0 2008
Rockville, MD 20855 o

Reference: New Correspondence — Name Change

Dear Mr. Hinchliffe:

This new correspondence is being submitted to notify FDA that Abrika Pharmaceuticals, Inc. was purchased
by Actavis Group, hf on April 18, 2007. The name change to Actavis South Atlantic LLC (Actavis) was
certified on May 11, 2007.

This name change affects the following ANDA’s which were submitted under the Abrika Pharmaceuticals,
Inc. name and registration:

ANDA

Product Name

77062

Fentanyl Transdermal System 25 mcg/hr, 50 mcg/hr, 75 mcg/hr, and 100 meg/hr

~77-283_DBupropion Hydrochloride Extended-Release Tablets (XL), 150 mg

77-455 | Bupropion Hydrochloride Extended-Release Tablets, USP (SR), 150 mg

77-475 | Bupropion Hydrochloride Extended-Release Tablets, USP (SR), 150 mg

77-899 | Nifedipine Extended-Release Tablets, 30 mg and 60 mg

— S b
L > (4)

| 1
L

s < - —

The following ANDA'’s were submitted under the Actavis South Atlantic, LL.C name and registration, with
reference throughout to the Abrika Pharmaceuticals, Inc. name:

ANDA | Product Name o |

Per a conversation between Christina Provo of Actavis and Thomas Hinchliffe of FDA on March 14, 2008,
this New Correspondence consists of one archival (blue) hard copy for each ANDA listed above, which will
be sent via courier. In addition, one CDROM will be sent which contains the electronic copies of the 356h
forms for each of the above listed ANDAs. The CDROM is being sent in a separate jacket labeled New

Correspondence, Electronic Copy with the original copy of this cover letter. The size of the electronic
Actavis SouthAtlantic LLC :' 13800 NW 2nd Street, #190 ; t{+1) 954 315 6600 i www.actavis.com
i Sunrise, FL 33325 v F(+1)9543156601



submission is approximately 6 MB. The files are free of viruses as determined by using  Trend
MicroTMOfﬁceScanTM Version 7.3 (virus definition date March19, 2008).

If there are any questions concerning this submission, please contact me at 954-315-6600.

Thank you,

Monique Weitz
Senior Director, Project and Site Management
Actavis South Atlantic LLC

Actavis SouthAtlantic LLC E 13800 NW 2nd Street,#190 5 t(+1) 954 315 6600 E WWw.actavis.com
i Sunrise, FL 33325 1 f{41)9543156601 |



MINOR AMENDMENT

ANDA 77-285

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: Abrika Pharmaceuticals LLLP TEL: 954-315-6502

ATTN: Monique Weitz FAX: 954-315-6601

FROM: Thomas Hinchliffe PROJECT MANAGER: (301) 827-5771
Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated September 23, 2004, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Tablets, 150
mg and 300 mg.

Reference is also made to your amendment dated April 27, 2007.
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in

the attachments ( pages). This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR 314.120
which will either amend or withdraw the application. Your amendment should respond to all of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in a
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:

In an effort to improve document flow and availability to review staff, please submit your response in electronic
PDF format, with a signed cover letter and 356h form.

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.

If received by someone other than the addressee or a person authorized to deliver 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 authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.



36.

CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 77-285
APPLICANT: Abrika Pharmaceuticals, Inc.
DRUG PRODUCT: Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg

The major amendment dated April 27, 2007 has been reviewed, and the following deficiencies presented below represents
minor deficiencies:

A. Deficiencies:

1. There are a number of places where the drug product ° . .
appears instead of “Bupropion Hydrochloride Extended-Release Tablets”. Please correct the mistake where b(4)
necessary.

2. Regarding the raw materials controls:

e Please provide a full testing of the raw material Hydrochloric acid NF (Mfr. lot# C40046) per the
monograph specifications.

s Thet . —{Mfr. lot# WP252277) is not tested in accordance with the in-house b(4)
specifications. Please provide complete test data for the———material.

. Pleése provide a clear copy of the manufacturer’s COA for Colloidal Silicon dioxide NFem————""
—— M. loth 550442). b(4}

3. The facility at ~———— 1 was previously proposed as a packaging site of the drug product. Please clarify if
i1l be used for any future commercial production batches.

4, Low ~—————yicld—"" and —yield - were observed for the 300 mg strength, and low ,
packaging yields (belowe——7-were reported for both the 150 mg and 300 mg tablets packaged in the bottles of b(ll}
30’s and 90’s. Please explain/discuss.

5. Please provide an LOA for DMF&——r the — b(4)

6. Please provide test data for the HDPE bottles and the ~=————=—— caps from —————3pcr the USP b(4}
<661> and <671> requirements.

7. Out-of-specification results were observed for Tablet Thickness for the ——— of the 300 mg (lot#

CM6CYO03P33). Please provide explanation/discussion for the 0OS results. b(4)

B. In addition to responding to the deficiencies presented above, please note and acknowledge the following comments in
your response:

1. The Division of Bioequivalence has requested that you conduct additional dissolution testing to address the
potential “dose dumping” issue.

2. Please provide available long-term controlled room temperature stability data for the drug product.

Sincerely yours,
{See appended electronic signature page}

Florence S. Fang

Director

Division of Chemistry 11

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.

Naigi Ya
11/1/2007 01:31:27 PM
for Florence S. Fang



@ctavis ORIGIN [

o creating value in pharmaceuticals

August 07, 2007

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs

Center for Drug Evaluation and Research ORIG AMENDMEN
U.S. Food and Drug Administration

Central Document Room r\‘ / x P
7500 Standish Place

Room East 150 :
Rockville, MD 20855

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Patent Amendment; Final Judgment

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion

Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency
on September 23, 2004 and October 1, 2004, respectively.

This Patent Amendment is being submitted per 21 CFR 314.107(e) to notify FDA of Final Judgment received
in the lawsuit of Biovail Laboratories International SRL vs Abrika, LLP Case Number 04-61704-CIV-
ALTONAGA/Bandstra. The Order of Dimissal with Prejudice is located in Attachment 1 to this cover letter.
Please note that the original ANDA was submitted in the name Abrika, LLLP. Abrika, LLLP was purchased
by Actavis Group, hf on April 18, 2007. The name change to Actavis South Atlantic, LLC was certified on
May 11, 2007.

One Archival (blue) copy of this amendment is being provided to the Agency.

If there are any questions concerning this submission, please contact me at 954-315-6600.

Thank you.
Si e e 3* P N
ZZf’ 2 gv%g;wl;zmé %’l%
2 .
fb-’ ﬂbmweW@f/Z ' - AUG 6§ 2007

Monique Weitz @%@
Director, Regulatory Affairs / PrOJect Management ’
Actavis South Atlantic, LLC

Actavis SouthAtlantic LLC : 13800 NW 2nd Street, #190 . £(+1)954 3156600 | www.actavis.com
i Sunrise, FL 33325 v f(+1)9543156601 ¢



BIOEQUIVALENCY AMENDMENT
ANDA 77-285

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: Abrika Pharmaceuticals TEL: 954-315-6502

ATTN: Monique Weitz FAX: 954-315-6601

FROM: Keri Suh PROJECT MANAGER: (240) 276-8782
Dear Madam:

This facsimile is in reference to the bioequivalency data submitted on September 23, 2004, pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Extended
Release Tablets, 150 mg and 300 mg.

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has

identified deficiencies which are presented on the attached __tWO__ 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 until all deficiencies have been addressed. Your cover
letter should clearly indicate that the response is a "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 a 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 DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver 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 authorized. If you have received this document in
error, please immediately notify us by telephone and return it to us by mail at the above address.



BIOEQUIVALENCE DEFICIENCY
ANDA: 77-285 APPLICANT: Abrika

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

The Division of Bioequivalence has completed its review of your
submission (s) acknowledged on the cover sheet. The following
deficiency has been identified:

Due to concern that some extended-release druy products may
release drug quickly (“dose dumping”) if ingested with alcoholic
beverages, the Agency currently requests that you conduct
additional dissolution testing using various concentrations of
ethanol in the dissolution medium, as follows:

Testing Conditions: 900 mL of 0.1 N HCl using apparatus I
(basket) at 75 rpm, with and without alcohol:

Test 1: 12 units of the drug products analyzed according to
the proposed method (with 0.1 N HC1), with data collected
every 15 minutes for a total of 2 hours.

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

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

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



Please submit standard operating procedures (SOPs) for the dissolution
testing above, individual dissolution data, mean values, standard
deviations, coefficient of variation (CV%), and plots of the percent
dissolved data.

We ask that these studies be performed as post-approval commitments,
and completed within 6 months of approval.

Please acknowledge your agreement to perform the aforementioned
dissolution studies.

Sincerely yours,

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

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.

Barbara Davit
6/29/2007 05:12:38 PM



*ABRIKA

PHARMACEUTICALS

April 27, 2007

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs ORIG AMENDMENT
Center for Drug Evaluation and Research M %] C
U.S. Food and Drug Administration L

Central Document Room
7500 Standish Place
Room East 150
Rockville, MD 20855 °

Reference: ANDA 77-285
Bupropion Hydrochloride Extended-Release Tablets, (XL), 150 mg and 300 mg
Major Amendment Response; Packager Site & Container/Closure Change

Dear Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency
on September 23, 2004 and October 1, 2004, respectively.

This Major Amendment is based upon the letter received by Abrika on April 26, 2006 and a Packager Site
and Container/Closure Change. Please see section 1.12, Other Correspondence, for a copy of the Major
Amendment facsimile and related correspondences between Abrika and FDA. Please find in Section 1.12.11,
Basis for Submission, a summary of the investigation based on the major amendment received.

This amendment is organized in Common Technical Document (CTD) format and consists of a total of 5
paper volumes. Four copies of the ANDA are being provided to the Agency: the Archival (blue), Review
[Chemistry (red) and Bioequivalence (orange)], and Field (burgundy) copies. The volumes associated with
each copy are listed in the following table. In accordance with 21 CFR 314.94, the Field Copy of the
amendment has been submitted to the appropriate FDA District Office in Maitland, Florida. For the
convenience of the Reviewer, a copy of the Comprehensive Table of Contents (Section 1.2) is included at the
beginning of each volume.

Number of | Archival Copy Review Copy - Field Copy”’
Yolumes Blue Binder Red Binder Orange Binder Burgundy
Module per Module (Chemistry) (Bioequivalence) | Binder
Module 1 1 X X X X
Module 2 1 X X X
Module 3 3 X X X
Total Volumes | 5 5 5 2 4
“ = Field Copy has been sent to FDA District Office in Maitland, Florida

RECEIVED
APR‘ 3“ 0 2007

13800 N.W. 2nd St ® Suite 190 ® Sunrise, Florida 33325 ® Phone: 954-315-6600 * Fax: 954-315-6601



If there are any questions concerning this submission, please contact me at 954-315-6600.

Thank you.

Sincerely,

Monique Weitz
Director, Regulatory Affairs / Project Management
Abrika Pharmaceuticals, Inc.

13800 N.W. 2nd St ® Suite 190 * Sunrise, Florida 33325 ¢ Phone: 954-315-6600 * Fax: 954-315-6601
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Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg
Major Amendment Response; Packager Site & Container/Closure Change

4-ABRIKA

PHARMACEUTICALS

Abrika Pharmaceuticals, Inc.
ANDA 77-285

October 6, 2006

Thomas Hinchliffe, Pharm. D., Project Manager

Division of Chemistry II, Team 10

Office of Generic Drug Products

Food and Druag Administration

HFD-600

Metro Park North 2

7500 Standish Place

Rockville, MD 20855

RE: NEW C '

ANDA # 77-285, Bupropion Hydrochloride Extended-Release Tablets. 150 mg and

300 mg Major Deficiency Response Received on April 26, 2006

ANDA # 77-455, Bupropion Hydrochioride Extended-Release Tablete —— 150 mg  h{4)
and —— Major Deficiency Response Received on April 26, 2006

ANDA # 77-475, Bupropion Hydrochloride Exiended-Release Tablets. 150 mg Major
Deficiency Response Received on April 26, 2006 :

Dear Mr. Hinchiiffe:

Abrika Pharmaceuticals Inc. acknowledges the April 26, 2006 receipt of the three major
deficiency letters for ANDAs, # 77-285, # 77-455, # 77-475 as listed above and would

like to inform you that we are compiling the information to appropriately respond.
We anticipate responding to:
s ANDA # 77-285 in April 2007
e ANDA # 77-455 in October 2006
»  ANDA # 77-475 in November 2006
Best regards,
Monique:g:tzf

Director, Regulatory Affairs / Project Management
~ Abrika Pharmaceuticals, Ine.

13800 N.W, 2nd St * Suite 190 * Sunrise, Floride 33325 # Phene: 954-315-6600 * Fax: 954-315-6601

1.12
Page 4 of 4



| MAJOR AMENDMENT
ANDA 77285

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North IT

7500 Standish Place, Room 150 ' APR 2¢ 20[]5

Rockville, MD 20855-2773 (301-594-0320)

APPLICANT: Abrika Phaxmacéuticals LLP TEL: 954-315-6600
ATTN: Monique Weitz ‘ : : FAX: 954-315-6601
FROM: Thomas Hinchliffe : PROJECT MANAGER: (301) 827-5771

N Dear Madam:

. Th15 facsimile is in reference to ydur abbreviated new drug application dated December 20, 2004, submitted

pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Extended-

 release Tablets USP, 150 mg and 300 mg.

o - Reference is also made to your amendment dated June 28, 2005; February 15, 2006; and March 14, 2006.
- The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in
“the attachments (__1__ pages). ‘This facsimile is to be regarded as an official FDA communication and unless

o Trequested, a hard copy will not be mailed. ' » ' S

NV e sie on this application is now closed. You are required to take an action described under 21 CFR 314.120 .

1 which will either amend or withdraw the application. Your amendment should respond to all of the deficiencies

ki listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until

B all deficiencies have been addressed. The response to this facsimile will be considered to represent a MAJOR

- AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
- MAJOR AMENDMENT should appear prominently in your cover letter, You have been notified in a separate
*.communication from our Division of Bioequivalence of any deficiencies identified during our review of your

- bioequivalence data. If this represents a second or greater occasion upon which significant (MAJOR) deficiencies a

_ have been identified, please contact the Prqjécthanager within 30 days for further clarification or assistance.
_S»PECIAL INSTRUCTIONS: |
_ Cherrﬁstry comments provided here,

|l THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND

\‘ - MAY CONTAIN INFORMATION THAT IS"PRIYILEGED, CONFIDENTIAL, OR PROTECTED FROM
. § DISCLOSURE UNDER APPLICABLE LAW, - o ‘ ' o

. Ifreceived by someone other than the addresseé or a person 'authoﬁzedkto deliver this 'dbcumeht to the addressee, you are héreby notified that any disclosure,

‘dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately

£ _ notify us by telephone and retumn it to us by mail at the above address.




36.

Chemistry Assessment Section

CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77-285
APPLICANT: Abr'ika Pharmaceuticals, Inc.

-DRUG PRODUCT: Buproplon Hydrochlonde Extended-Release Tablets 150 mg and

300 mg
The deficiency presented below represents a MAJOR deficiency.

-~ We have rev1ewed all avallable stablhty data you provided for Bupropion
Hydrochloride Extended-Release Tablets USP, 150 mg and 300 mg, and concluded
that the drug product failed to meet the dissolution specification recommended by the
Division of Bioequivalence in the accelerated, intermediate, and long-term stability

-studies. The dissolution failures, upon which you have not provided any investigation
report, may be indications of problems in the drug formulation and/or manufacturing
process. Therefore, the drug product is not recommended for approval for marketing
in its current formula. It is recommended that a new drug product batch be
manufactured to address the dissolution failures. Supporting documents and data in

~ Chemistry, manufacturmg and Controls should be provided for the drug product
along with a'minimum of three months of accelerated stability data.

Sincerely yours

T

Florence S. Fang

Director =~

Division of Chemlstry I

Office of Generic Drugs

Center for Drug Evaluatlon and Research



PHARMACEUTICALS

%ABRIKA |
| ORIG AMENDMENT

March 14, 2006 N/Mz“\}

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II, Room 150

7500 Standish Place

Rockville, MD 20855

Re: Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg
ANDA 77-285
MINOR AMENDMENT

Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion Hydrochloride
Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency on September 23,
2004 and October 1, 2004, respectively. Reference is also made to our Chemistry Telephone Amendment
submitted on February 15, 2006 and our Labeling Amendment submitted on July 8, 2005. In accord with 21
CFR 314.96, we are amending this application to provide information which you requested via facsimile.

Minor deficiency comments from FDA’s February 27, 2006 telefax are provided in Attachment I in italicized
text with responses from Abrika following each comment in normal bold text. A copy of the telefax is
provided after this transmittal letter for ease of review.

This Minor Amendment consists of one volume; three hard copies, archival (blue), review-chemistry (red)

and field (maroon) have been sent via courier. The field copy of the technical section of the ANDA

Amendment has been sent directly to the Maitland, Florida, FDA District Office. Please note an updated field
- copy certification is provided.

If there are any questions concerning this submission, please contact me at (954) 315-6600.

Thank you.,

Sincerely,

222, |
Moniqui;t/z\ REGE\\I ED

Director, Regulatory Affairé / PM WAR 15 ,ZBGB

Abrika Pharmaceuticals
oGD / CDER

13800 N.W. 2nd St ® Suite 190 * Sunrise, Florida 33325 ® Phone: 954-315-6600 * Fax: 954-315-6601 000005



oA moamass . FEB2T2006

. ‘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: Abrika Pharmaceuticals LLLP TEL: 954-315-6502

e ATTN: Monique Weitz ' - FAX:954-315-6601

'FROM: Thomas Hinchliffe ~ PROJECT MANAGER: (301) 827-5771
: _' Dear Madam: 7

This facsimile is in reference to your abbrevmted new drug apphcatlon dated September 23, 2004, submitted
..+ N pursuant to Section 505(j) of the Federal F ood, Drug, and' Cosmetic Act for Bupropion Hydrochloride Tablets, 150
=+ ) mgand 300 mg. . ,

7 :: Reference is also made to your amendni_ents dated April 14, 2005; September 28, 2005; and February 15, 2006.

- - The application is deﬁcient and, ’there‘fore Not Approvable under Section 505 of the Act for the reasons prov1ded' in

- the attachments ( pages). This facsimile i is to be regarded as an official FDA communication and unless
‘Arequested a hard copy will not be mailed.

| The file on this application is now closed. You are required to: take an action described under 21 CFR 314 120
). which will either amend or withdraw the application. Your amendment should respond to all of the deficiencies ,
I listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until -
] all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
- AMENDMENT and will be reviewed. according to current OGD p011c1es and procedures. The designation as a ,
MINOR AMENDMENT should appear prominently in your cover letter. If you have substantial dlsagreement with |
~our reasons for not approving this apphcatlon, you may request an opportumty fora heanng :

o - _'SPECIAL INSTRUCTIONS
"CMC comments prov1ded

o ;’f;»'VTHIS DOCUMENT IS INTENDED ONLY: FOR THE USE OF THE PARTY TO WHOM ITIS ADDRESSED AND
“MAY CONTAIN INFORMATION THAT IS PRIVILEGED CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. .~

- If received by someone other than the addressee or 2 person authorized to dehver this document to the addressee, you are hereby notified that any dlsclosure, i
- .dissemination, copying, or other action to the content of this communication is not authorized. . If you have received this document in error, p]ease immediately =~
: notlfy us by telephone and return it to us by maﬂ at the above address.
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"'CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

‘ ANDA 77 285

APPLICANT' : Abrlka Pharmaceutlcals Inc.

DRUG PRODUCT: Buproplon Hydrochlorlde Extended-Release Tablets, 150 mg and
300 mg .

The deficiencies presented below represent MINOR deficiencies.
A. Deficiencies:

1. Please discuss and/or explain in detail the significant trend in the amount of
~ _drug product released in 8 and/or 16 hours observed for the drug product
stored at both the intermediate (30°C/60%RH) and long term controlled room
temperature (CRT) stab111ty condltlons (25°C/60%RH)., ~— b (4}

N

s

. B T .. ~

— — ~lease
' prov1de an 1nvestlgatlon report for the out-of- spemﬁcatlon dissolution data.

- 2..The proposed -- month explry for the drug product is not Justlﬁed based on
avallable long term stability data for the drug product packaged in the 30’s
configurations. Please revise the expiration datmg for the drug bid)

' product.

‘ " Please revise your post—approval stablhty protocol to reflect the '

proposed change We would also remind you that the drug product labehng '
- should also be revised to reflect the change :

—\

Smcerely yours,

e

Florence S. Fang

Director ' ‘

Division of Chemistry II  * -

Office of Generic Drugs :
Center for Drug Evaluatlon and Research
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LABRIKA

PHARMACEUTICALS

FACSIMILE. TRANSMITTAL SHEET

O FROM:
Thomas Hinchliffe ' Monique Wenz
COMPANY: DATE:
FDA 2/15/2006
FAX NUCMBER: TOTAL NO. OF PACES INCLUDING COVIIR:
301-443-3839 43
PHONWE NUMBER: SENDER'S REFERENCT, NUMBER:
: N/A
RE: Y OUR REFERTINCE WUMBER:

ANDA 77-285 ' N/A

Oureent  Ororreview  Ovupass communt DO riraserepLy O pLease RECYCLE

NOTRS/COMMENTS:
Tom,

Please find attached a facsimile copy of Abrika Pharmaccuticals Telephone Amendment for
Bupropion Hydrochloride Extended-Release Tablets (X1.) based on a facsimile call on
February 14, 2006. A hard copy is being sent via courier for delivery on February 16, 2006.

Kind Regards,
Monique Weitz
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FDA FAX

| ANDA 77-285

OFFICE OF GENERIC DRUGS, CDER, ¥FDA
Document Control Room, Metro Park North IT
7500 Standish Place, Room 150 '
| Rockville, MD 20855-2773 (301-594-0320)

| TO: Abriks Pharmsaceuticals LLLP TEL: 954-315-6502

| ATTN: Monique Weitz ' FAX;: 954-315-6601
| FROM: Thomas Hinchliffe | PROJECT MANAGER: (301) §27-5771
| Dear Madan:

| This facsimile is in reference Io your abbreviated new drug spplication dated September 23, 2004, submitted
| pursuant to Sectior S65(j) of the Federal Food, Drug, and Cosmetic Act for Bupropion Hydrochloride Tab;ets, 150
] mg and 300 mg. '

Pages (including cover): 5

SPECIAL INSTRUCTIONS:

| The deficiencies presented below represent MINOR deficiencies and the current review cycie will remain
\ open. You should respond to these deficiencies with g “Telephone Amendment” within ten days. [fyou
have questions regarding these deficiencies please contact the Project Manager, Tom Hinchliffe, at 30]1-
827-5771. Please submit documentation by fax to the attention of the Project Manager ar 301-443-3839,
| Please aiso submit official hayd copies of any faxed documentarion 10 the Document Room.

 DISCLOSURE UNDER, APPLICABLE LAW. ' .

| Ifreceived by someone other than the addressee or 8 person authorized to deliver thig Gocument 16 the iddresees, you are heréby notified that Y disclosyre,
dissermination, copying, or other zction 1o (he conpen of this communicaion is not autherived. If you have received this document in <vor, plesss immediyeely
notify ur by telephone 304 retur it o us by mail 41 the sbove address.

000011 @qu
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3. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 77-285
APPLICANT: Abrika Phaumaceuticals, Inc.

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

The deficiencies presented below represent MINOR deficiencies and the current review
eycle will remain open. You should respond to these deficiencies with a “Telephone
Amendment” within ten days. Ifyou have questions regarding these deficiencies please
contac! the Project Manager, Tom Hinchliffe, at 301-827-5771. Please submit
documentation by fax 1o the attention of the Project Manager at 301-443-3839. Please
also submit cfficial hard copies of any faxed documentation to the Document Room.

A. Deficiencies:

1. You have accepted the following dissolution mcthod and acceptance criteria
recommended by the Division of Bioequivalence:

Stage I: Acid stage

Medium:! 750 ml of 0.1N HCl
Apparatus: USP Peaddle _,
Rotation Speed: 50 rpm - ‘ )
Specification: {Q) of the labeled amount of
bupmplorz in the dosage form is dissolved in 120
minutes.

Stage II: Buffer stage
Medium: PH 6.8 Sodium Phosphate buffer, 0.05M

Volume: 1000 m! (250 xl of 0.20 M tribasic sodium phosphate
added to the acid stage media, adjust pH if necessary)
Apparatus: - USP Paddle
Rotation Speed: 50 rpm
Specification: 3 hours: = h(4)
. & hougs! — =
16 hours:

Please revise the dissolution specification for the drug product release and
stability testing accordingly.

2. The dissolution data provided for the drug product stored at both the
intermediate (30°C/60%RKY) and the long term controlied room temperature

200012
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(CRT) stability conditions (25°C/60%RH) show significant trends in the
amount of drug product released in 8 and/or 16 hours, and out-of-specification
data are observed at 9 and/or 12 months test points at the intermediate
(30°C/60%RH) storage condition. Please discuss.

3.  Since the dissolution dats from the accelerated and intermediate stability
studies failed the dissolution acceptance criteria, the expiration dating of the
drug product cau only be supported by long term (CRT) stability data. Please
revise your proposed expiry of the drug product based on available long term
data. :

4.  Please update the post-approval stability protocol for the drug product in
accordance with the revised drug product stability specification.

00001%

TOTAL P.E3




*ABRIKA

PHARMACEUTICALS

February 15, 2006 ORIG AMENDMENT

Thomas Hinchliffe, Pharm.D. N
Office of Generic Drugs (HFD-600)

Center for Drug Evaluation and Research
Food and Drug Admmlstratlon

Metro Park North II, Room150

7500 Standish Place

Rockville, MD 20855

Re: Bupropion Hydrochli)ride Extended-Release Tablets (XL), 150 mg and 300 mg
ANDA 77-285

Chemistry Telephone Amendment

Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion Hydrochloride
Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency on September 23,
2004 and October 1, 2004, respectively. In accord with 21 CFR 314.96, we are amending this apphcatlon to
provide information which you requested via facsimile.

Chemistry telephone deficiency comments from FDA’s February 14, 2006 telefax are provided in italicized
text with responses from Abrika following each comment in normal text. A copy of the telefax is provided
after this transmittal letter for ease of review.

This Telephone Amendment consists of one volume; four hard copies, archival (blue), review-bioequivalence
(orange), review-chemistry (red) and field (maroon) will be sent via courier. The field copy of the technical
section of the ANDA Amendment has been sent directly to the Maitland, Florida, FDA District Office. Please
note an updated field copy certification is provided.

If there are any questions concerning this submission, please contact me at (954) 315-6600.

Thank you.

Sincerely,

PR

Monique Weitz

Direptor, Regulatory Affairs / PM R E C E E\;’ E D

Abrika Pharmaceuticals
FEB 1 6 2006

OGD/CDER

13800 N.W. 2nd St ® Suite 190 ® Sunrise, Florida 33325 * Phone: 954-315-6600 * Fax: 954-315-6601 Q00005



*ABRIKA

PHARMACEUTICALS
February 15, 2006

Food and Drug Administration
District Office

555 Winderley Place
Maitland, FL 32751

Re:  Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg

ANDA 77-285
Chemistry Telephone Amendment

Dear Sir/Madam:

Pursuant to the requirements in 21 CFR 314.94(d)(5), and concurrent with the filing of
our original telephone amendment for ANDA 77-285, enclosed please find the “Field
Copy” in support of Abrika Pharmaceuticals’ ANDA Bupropion Hydrochloride
Extended-Release Tablets, 150 mg and 300 mg. The Field Copy contains:

e A Field Copy Certification

e A true copy of the Form FDA 356h filed with the subject ANDA

* A true copy of the Technical Sections provided in the submission of the subject
ANDA

Abrika commits to providing any updated information to the District Office as
appropriate.

Please direct any questions to:

Monique Weitz, Director

Abrika Pharmaceuticals

13800 N.W. 2™ Street, Suite 190

Sunrise, Florida 33325.

Telephone: 954-313-6600 Fax: 954-315-6500

Thank you.
Sincerely,
Monique Weitz,

Director Regulatory Affairs/Project Management
Abrika Pharmaceuticals

13800 N.W. 2nd St * Suite 190 * Sunrise, Florida 33325 * Phone: 954-315-6600 ® Fax: 954-315-6601 000006
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*ABRIKA

PHARMAC}:UTICALS
Fcbruary 15, 2006

Food and Drug Administration
District Office

555 Winderley Place
Maitland, FL 32751

Re: Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg
ANDA 77-285 '
Chemistry Telephone Amendment

Dear Sir/Madam:

Pursuant to the requirements in 21 CFR 314.94(d)(5), and concurrent with the filing of
our original telephone amendment for ANDA 77-285, encloscd please find the “Field
Copy” in support of Abrika Pharmaceuticals’ ANDA 'Bupropion Hydrochlonde
Extended-Release Tablets, 150 mg and 300 mg. The Field Copy contains:

¢ A Field Copy Certification

e A truc copy of the Form FDA 356h filed with the subject ANDA -

e A true copy of the Technical Sections provided in the submission of the subject
ANDA

Abrika commits to providing any updated information to the District Office as
appropriate.

Please direct any questions to:

Moniquc Weitz, Director

Abrika Pharmaceuticals

13800 N.W. 2™ Street, Suite 190

Sunrise, Florida 33325

Telephone: 954-313-6600 Fax: 954-315-6500

Thank you.

Sincerely,

b e (S

Monique Weitz,
Director Regulatory Affairs/Project Management
Abrika Phammaceuticals

13800 N.W. 2nd St * Suite 190 = Sunrise, Florida 33325 * Phone: 954-315-6600 * Fax: 954.315-6601 000006
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PHARMACEUTICALS

December 21, 2005

Aaron Sigler, Pharm. D. C}% ARIENDRRERNT
Office of Generic Drugs ' / F} L
Center for Drug Evaluation and Research

U.S. Food and Drug Administration

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855

Re: Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg
ANDA 77-285
Bioequivalency Amendment

Mr. Sigler:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg, which was submitted to the
Agency on September 29, 2004.

Reference is made the conversations between Monique Weitz and David Zhao, Ph.D. of Abrika
Pharmaceuticals and Aaron Sigler, Pharm.D., Ethan Shire, Pharm.D., and Daniel Tran of the
Division of Bioequivalence on December 20, 2005 and December 21, 2005.

Abrika Pharmaceuticals has provided complete responses to the items discussed in the above
conversations in attachment 1. To aid in the review of this information, we have listed the specific
items in italics followed by the response in bold.

This Bioequivalency Amendment consists of one volume. Three hard copies (chemistry, archive,
and reviewer copies) are being sent via courier.

If there are any questions concerning this submission, please contact me at (954) 315-6600.

Thank you.

Sincerely, R ECE i VED
Ep~ DEC 2 7 2005

Monique Weitz

Director, Regulatory Affairs / Project Management O :
Abrika Pharmaceuticals GD/ CDE R

cc: Thomas Hinchliffe, Pharm.D.

13800 N.W. 2nd St * Suite 190 ® Sunrise, Florida 33325 ¢ Phone: $54-315-6600 * Fax: 954-315-64601



*ABRIKA

PHARMACEUTICALS

ORIG AMENDMENT
December 7, 2005 : N f / -_ H_B o

Thomas Hinchliffe, Pharm. D.

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

Re: Bupropion Hydrochloride Extended-Release Tablets 150 mg and 300 mg
ANDA 77-285
Bioequivalency Amendment

Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets 150 mg and 300 mg, which was submitted to the Agency
on September 29, 2004.

Reference is made to the Bioequivalency Deficiency telefax that was issued to Abrika
Pharmaceuticals on December 6, 2005. A copy of the December 6™ facsimile is included for your
convenience.

Abrika Pharmaceuticals has provided complete responses to the items listed in the December 6™
facsimile in Attachment 1. To aid in the review of this information, we have listed the specific items
in italics followed by the response in bold. These responses reference various sections in the ANDA
updated in this Amendment. A Comprehensive Table of Contents for this Amendment is provided in
Section I., which lists all of the sections that have been revised and are included in this Amendment.

This Bioequivalency Amendment consists of one volume. Three hard copies (chemistry, archive and
reviewer copies) are being sent via courier.

If there are any questions concerning this submission, please contact me at (954) 315-6600.

Thank you.
Sincerely,

W’zzﬁ% RECEIVED
Monique Weitz DEC ¢ 8 2005
Director, Regulatory Affairs / Project Management
Abrika Pharmaceuticals OGDIC DER

13800 N.W. 2nd St ® Suite 190 ® Sunrise, Florida 33325 * Phone: 954-315-6600 * Fax: 954-315-6601



‘Attachment 1
Responses to Requested Information

The following pieces of information were not found in the submitted application, and they
are requested for completeness of our review of your application:

a) the potency of the RLD batch
Response:

A copy of the Certificate of Analysis for the Reference Listed Drug (RLD) that
was used in the bioequivalence study, which contains the potency is included. See
SECTION VL. Bioavailability/Bioequivalence.

b) the content uniformity of the test product

Response:

A copy of the Certificate of Analysis for the Test Product that was used in the
bioequivalence study, which contains the content uniformity is included. See
SECTION VL. Bioavailability/Bioequivalence.

¢) the dates of analysis (e.g. starting and ending dates) for plasma samples
Response:

The dates of analysis for plasma samples were July 31, 2004 to August 12, 2004
for Project No. 40140 and August 7, 2004 to August 28, 2004 for Project No.
40140. See SECTION VL. Bioavailability/Bioequivalence.

d) a detailed SOP describing your proposed in vitro dissolution method

Response:

A detailed STP (SOP), STP-031-03, Drug Release and UV Analysis for 150 mg
and 300 mg Bupropion HCL Extended-Release Tablets (QD) describing our
proposed in vitro dissolution method has been provided. See SECTION VI.
Bioavailability/Bioequivalence. -



| BIOEQUIVALENCY AMENDMENT

]| ANDA 77285

/ OFFICE OF GENERIC DRUGS,_ CDER, FDA o . o S
Do t Control Room, Metro Park North I : L ' O |
S e Room 130 DECO6 2005 |2

7500 Standish Place, Room 150 -
Rockville, MD 20855-2773 (301-594-0320)

1 APPLICANT: Abrika Pharmaceuticals LLP ' TEL: 954-315-6600

ATTN: Monique Weitz - : FAX: 954-315-6601 -
FROM: Keri Suh | o » PROJECT MANAGER: 301-827-5847
7"Dear Madam: '
: 23

::;;‘Thrs facsrmlle is in reference to the bioequivalency data submitted on September29, 2004, ‘pursuant to Section
‘ 505(]) of the Federal Food, Drug, and Cosmetic Act for Buprop1on HCIER Tablets, 150 and 300 mg.

: “The Drvrslon of Bioequivalence has completed its review of the submrss1on(s) referenced above and has identified -

_‘V-deﬁcrenmes which are presented on the attached __ 1 page. This facsimile is to be regarded as an official FDA
communication and unless requested, a: hard-copy will not be marled

' 'You should submit a response to these deficiencies in accord w1th 21 CFR 3 14 96.  Your amendment should

) ,;respond to all the deficiencies: llsted Facsrmlles or partlal replles will not be considered for review, nor will the
1 review clock be reactivated until all deficiencies have been addressed. Your cover letter should clearly indicate. that
. the response isa "B1oequ1valency Amendment" and clearly identify any new studies (i.e., fasting, fed; multiple
o dose, dissolution data, waiver or dissolution waiver) that' mrght be included for each strength. We also request that

_ 1 you include a copy of this communication with your response. Please submit a copy of your amendment in both an
4| archival (blue) and a review (orange) jacket. Please direct any questlons concemmg th1s communication to the -
1 -prOJect manager 1dent1ﬁed above : :

| seEciaL INSTRUCTIQNS:;

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

A Ifreceived by someone other than the addressée or a person authorized to deliver 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 authorized. - If you have received this: document in error, please immediately -
notrfy us by telephone and return it to us by mail at the above address .



BIOEQUIVALENCE 'DEFICIENCIES
ANDA: 77- 285 - i APPLICANT: Abrika

DRUG PRODUCT: Bupropion XL Tablet
-~ 150 mg and 300 mg

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet The
follow1ng def1c1enc1es have been identified:

The follow1ng pieces of 1nformatlon were not found
in the submitted application, and they are requested
- for completeness of our review of your appllcatlon

a) the potency of the RLD batch

b)'theecontent uniformity of the test product

c) the dates of analysis (e,g. starting and
- ending dates) for plasma samples

d) a detailed SOP describing your proposed in
- vitro dissolution method

Sincerely yours,

g Sisbaen

Dale P. Conner, Pharm. D.

Director, DlVlSlon of Bloequlvalence
Office of Generic Drugs

Center for Drug Evaluatlon and Researchf
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October 6, 2006

Thomas Hinchliffe, Pharm. D., Project Manager

Division of Chemistry II, Team 10 RECEIVED
Office of Generic Drug Products 0CT 1 0 2006
Food and Drug Administration

HFD-600 OGD / CDER
Metro Park North 2 T

7500 Standish Place W . C’

Rockville, MD 20855

RE: NEW CORRESPONDENCE

ANDA # 77-285, Bupropion Hydrochloride Extended-Release Tablets. 150 mg and
300 mg Major Deficiency Response Received on April 26, 2006
ANDA # 77-455, Bupropion Hydrochloride Extended-Release Tablets. ==m—= 150 mg b(4}
and - - Major Deficiency Response Received on April 26, 2006
ANDA # 77-475, Bupropion Hydrochloride Extended-Release Tablets. 150 mg Major
Deficiency Response Received on April 26, 2006

Dear Mr. Hinchliffe:

Abrika Pharmaceuticals Inc. acknowledges the April 26, 2006 receipt of the three major
deficiency letters for ANDAs, # 77-285, # 77-455, # 77-475 as listed above and would
like to inform you that we are compiling the information to appropriately respond.

We anticipate responding to:

e ANDA # 77-285 in April 2007

e ANDA # 77-455 in October 2006

e ANDA # 77-475 in November 2006
Best regards,

7/7?7/27@

Monique Weitz
Director, Regulatory Affairs / Project Management
Abrika Pharmaceuticals, Inc.

13800 N.W. 2nd St * Suite 190 * Sunrise, Florida 33325 ® Phone: 954-315-6600 ® Fax: 954-315-6601
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¥ 138L0 NW. 2™ Street, Suite 190 A , RIKA
Sunrise, Florida 33325 : Y‘

Ph. 954-315-8600 PHARMACEUTICALS
. Fax 954-315-6601
Pns
Fax _ .
To:  Thomas Hinchliffe : From: Monique Weitz
Fax:  (301)443-3839 Pate: September 28, 2005
Phone: (301) 827-5771 . Pages: 67, including cover
Re: ANDA # 77-285 CGC:

Chemistry Minor Telephone Amendment

-0 Urgent  [CIFor Review U Please Comment (I Please Reply [ Please Recycle

«Comments:

Thomas,
Hello!

Please find attached Abrika's response to ANDA # 77-285 Chemistry Minor Telephone Amendment dated
September 21, 2005,

Please note that for the insert only the page that contained the labeling change (site of manufacturer) is
included in this facsimile. The entire comparison (no other changes were made) will be included In the hard
copy and electronically that will be sent out tomarrow via FedEx,

Also, Final Printed Labeling (FPL) cannot be faxed; therefore, FPL will be included in the hard copy to also
be sent via FedEx tomorrow.

You should receive the hard copy with the FPL and electronic labeling on Friday, September 30, 2005.

Kind Regards,
Monique Weitz
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September 28, 2005

Thomas Hinchliffe, Pharm.D.

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II, Room 150

7500 Standish Place

Rockville, MD 20853

Re:  Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg

ANDA 77-285
Chemistrv Minor Telephone Amendment

Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion Hydrochloride
Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency on September 23,
2004 and October 1, 2004, respectively and telephone amendment submitted on October 25, 2004. In accord
with 21 CFR 314.96, we are amending this application to provide information which you requested via

facsimile.

Chemistry Minor deficicncy comments from FDA’s September 21 2005 telefax are provided in italicized text
with responses from Abrika following each comment in normal text. A copy of the telefax is provided after
this transmittal letter for ease of review,

This Telephone Amendment consists of one volume; four hard copies, archival (blue), review (orange),
chemistry (red) and CDROM will be scnt via courier. The field copy of the technical section of the ANDA
Amendinent has been sent directly to the Maitland, Florida, FDA District Office. Please note an updated field

copy ceriification is provided.

The final printed labeling for Bupropion HCL Extended-Release Tablets (XL), 150 mg and 300 mg container
labels and package inserts have been provided. In accordance with the December 11, 2003, electronic
labeling rule, the final printed labeling for the container labels and package insert are also being provided

electronically as Adobe Acrobat PDF files and correspondmg Microsoft Word files. The size of the electronic
submission is approximately 2 M. The files are free of viruses as determined by using Symantec Antivirus
Corporate Edition 8.0 virus definition date September 28, 2003

If there are any questions concerning this submission, please contact me at (954) 315-6600.

Thank you.

Sincerely,

Monique Weitz .

Dircctor, Regulatory Affairs / PM
Abrika Pharmaceuticals

“

13800 N.W. 2nd St * Suvite 190 * Sunrise, Florido 33225 ® Phone: 954-315.4600 * Fax: $54-315.6401

PAGE ©2/28
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MINOR AMENDMENT
ANDA 77285

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North I
7500 Standish Placs, Room 150
Rockville, MD 20855-2773 (301-594-0320)

APPLICANT: Abrika Pharmaceuticals LLP TEL: 954-315.6600
ATTN: Monique Weitz FAX: 954.315-6601
FROM; Thornas Hinchliffe PROJECT MANAGER: (301) 827-5771

Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated Septamber 29, 2004, submitted
pursuant to Section 505(J) of the Federa] Food, Drug, and Cosmstic Act for Buprapion HCI ER Tablets, 150 and
300 mg.

The application is deficient and, thersforé. Not Approvable under Section 505 of the Act for the reasons provided
in the attachments (_ 1 _ pages). Thia facsimile is to be regarded as an official FDA communication and unless
requested. a hard copy will not be mailed,

Tha deficiencies presented balow represant MINOR deficiencies and the currans review cycie will remain open. You
should! respond to these deficiencies with a telephone amendment within ten days. If you have guestions regarding
these deficiencios please contacr the Projscr Manager, Tom Hinchliffs, ar 301-827-5771. Please subpis documentation
by fax to the atzenzion of tha Project Manager as 301 ~943-3839. Please olso submir officlal hard coples of any faxed
docuwmentarion to the Doctypnent Room

SPECIAL INSTRUCTIONS:

DISCLOSURR UNDER APPLICABLE LAW,

Irr:cci_vca by someonc cihey than the sddresses or f person autherized to deljver this document @ the adurasser, you are harehy notified tar uny dizelosure,
disserination, capying, or other action 1o the coatent of this communicadon is npy authod2ed, If you hiave cecelyved thig document in error, plaagn immediaoly
nutify us by telaphons end retugm {110 us by mail at the avove addray,
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Chemistry Assessment Saction

CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 77285 |
APPLICANT: Abtika Pharmeceuticals, Inc.

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

The deficlencles presented below represent MINOR deflciencies and the current review
cyele will remain open. You should respond 10 these deficiencies with a " T elephone
Amendment” within ten days. Fyou have questions regarding these deficiencies please
contact the Project Manager, Tom Hinchliffe, at 301-827-5771. Pleass submit
documentation by fax to the attention of the Project Manager at 301-443-3839, Please
also submit official hard copies of emy faxed documentation fo the Document Room.

A, Deficiencies:

1. Please revise the Drug Releass specifications in accordance with the USP
monograph Test ] for the release and stability testing of Bupropion
Hydrochloride Extended-Release Tablets, as recommended by the Division
of Bioequivalence, and provide test data accordingly.

2. ltis recommended that you provide a test limit for Moisture in the stability
specification for the drug produet based op the stability data.

3. Please provide available long-term controlled room temperature stability
data for the drug product,

4. The name and address of the manufacturer provided in the labeling
amendment dated July 8, 2005 is actually for a contract analytical facility
e 110t the manufacturing facility at - ~ Please revise the h(4;
labeling accordingly. ’

TOTAL P.B2
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July 8, 2005

Thomas Hinchliffe, Pharm.D. OHG AMENDMENT
Office of Generic Drugs (HFD-600) M A;ﬁ:
Center for Drug Evaluation and Research v t

Food and Drug Administration
Metro Park North II, Room 150
7500 Standish Place

Rockville, MD 20855

Re: Bupropion Hydrochloride Extended-Release Tablets (XL), 150 mg and 300 mg
ANDA 77-285
LABELING AMENDMENT

Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion Hydrochloride
Extended-Release Tablets (XL), 150 mg and 300 mg, which were submitted to the Agency on September 23,
2004 and October 1, 2004, respectively and telephone amendment submitted on October 25, 2004. In accord
with 21 CFR 314.96, we arec amending this application to provide information which you requested via
facsimile.

Labeling deficiency comments from FDA’s June 9, 2005 telefax are provided in italicized text with responses
from Abrika following each comment in normal text. A copy of the telefax is provided after this transmittal
letter for ease of review.

This Labeling Amendment consists of one volume; two hard copies, archival (blue), review (orange), and
CDROM will be sent via courier.

The final printed labeling for Bupropion HCL Extended-Release Tablets (XL), 150 mg and 300 mg container
labels and package inserts have been provided. In accordance with the December 11, 2003, electronic
labeling rule, the final printed labeling for the container labels and package insert are also being provided
electronically as Adobe Acrobat PDF files and corresponding Microsoft Word files. The size of the electronic
submission is approximately 2 M. The files are free of viruses as determined by using Norton Antivirus
Corporate Edition 8.0 (virus definition date July 8, 2005.

If there are any questions concerning this submission, please contact me at (954) 315-6600.

Thank you.

Sincerely,

o el RECEIVED
Monique Weitz

Director, Regulatory Affairs / PM JUL 11 2005

Abrika Pharmaceuticals LLLP

OGD/CDER

13800 N.W. 2nd St ¢ Suite 190 * Sunrise, Florida 33325 * Phone: 954-315-6600 * Fax: 954-315-6601



Attachment 1
Responses to Requested Information

GENERAL

e The Division of Neruopharmacological Drug Products and the Office of New
Drug Evaluation have determined that in order to ensure that safety information
is provided with all antidepressant products, the products are ONLY to be
distributed 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.
Please note that you should transition to the unit of use packaging by January
2006.

Response:
Abrika acknowledges the determination of the Division of Neruopharmacological

Drug Products and the Office of New Drug Evaluation, and commits to dispense
Bupropion Hydrochloride Extended-Release Tablets based on one month’s unit-of-

use configuration of 30 tablets —
~ In addltlon, a medication guide (MedGuide)

has been added to the Prescribing Information on the insert, which will be affixed to
the container that comprises of a child-resistant closure.

o Please reformat your principal display panel to include all the information shown
below as an example.

Once Daily

BUPROPION HCL
EXTENDED-RELEASE TABLETS (XL)
XXX mg

XXX Tablets Rx only

Warning: Do not use in combination with Zyban® or any other medicines that
contain bupropion hydrochloride.

Response:
The principal display panel has been reformatted to include the information shown

above.

h(4)



e Put “ATTENTION: Dispense with Medication Guide” on the side display panel if
it’s not possible to put it on the principal display panel due to space
limitation.

Response:
“ATTENTION: Dispense with Medication Guide” has been added to the side
display panel because of space limitation on the principal display panel.

o Revise the storage temperature recommendation as follows:

“Store at 20° - 25°C (68° - 77°F); excursions permitted to 15-30°C (59-86°F)
[See USP Controlled Room Temperature] ”

Response:
The storage recommendation has been revised to the following: “Store at 20° - 25°C
(68° - 77°F); excursions permitted to 15-30°C (59-86°F) [See USP Controlled Room

Temperature]”

CONTAINER: 30s r—— 150 mg & 300 mg) h{4)
o See comment under GENERAL

“The Division of Neruopharmacological Drug Products and the Office of New Drug
Evaluation have determined that in order to ensure that safety information is
provided with all antidepressant products, the products are ONLY to be distributed 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. Please note that you should transition to the
unit of use packaging by January 2006.”

Response:

Abrika acknowledges the determination of the Division of Neruopharmacological
Drug Products and the Office of New Drug Evaluation, and commits to dispense
Bupropion Hydrochloride Extended-Release Tablets based on one month’s unit-of-

use configuration of 30 tablets - . b(4}

PHYSICIAN INSERT

o See comment under GENERAL
“The Division of Neruopharmacological Drug Products and the Office of New Drug
Evaluation have determined that in order to ensure that safety information is



provided with all antidepressant products, the products are ONLY to be distributed 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. Please note that you should transition to the
unit of use packaging by January 2006.”

Response:

Abrika acknowledges the determination of the Division of Neruopharmacological
Drug Products and the Office of New Drug Evaluation, and a medication guide
(Med Guide) has been added to the Prescribing Information on the insert, which
will be affixed to the container that comprises of a child-resistant closure.

o Update your insert labeling based-on the attached approved labeling for the
reference listed drug, Wellbutrin XL. Please note that all antidepressants are
now required to be dispensed with a medication guide, and we need you to submit
your proposal for dissemination of the medication guide for review.

Response:

Abrika acknowledges that the medication gnide (MedGuide) is to be dispensed with
the unit-of-use container. The approved labeling for the reference listed drug,
Wellbutrin XL® was not attached to the facsimile so Abrika took the currently
approved labeling from FDA’s website and made the changes to our Physician
Insert using that material as a reference, and submits the attached as the proposed
plan for dissemination of the medication guide. :
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June 14, 2005

Thomas Hinchliffe, Pharm. D.

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Metro Park North IT

7500 Standish Place, Room 150
Rockville, MD 20855

Re: Bupropion Hydrochloride Extended-Release Tablets 150 mg and 300 mg
ANDA 77-285
Bioequivalency Amendment

Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets 150 mg and 300 mg, which was submitted to the Agency
on September 29, 2004 and Chemistry Amendment dated April 14, 2005.

Reference is made to Controlled Correspondence Reference Number: OGD #04-854 received on
November 18, 2004.

Reference is made to the Minor Amendment Bioequivalency Deficiency telefax that was issued to
Abrika Pharmaceuticals LLLP on June 2, 2005, received on June 6, 2005. A copy of the June 2™
letter is included for your convenience.

Abrika Pharmaceuticals has provided complete responses to the items listed in the June 2™ letter in
Attachment 1. To aid in the review of this information, we have listed the specific items in italics
followed by the response. These responses reference various sections in the ANDA updated in this
Amendment. A Comprehensive Table of Contents for this Amendment is provided in Section I.,
which lists all of the sections that have been revised and are included in this Amendment.

In addition to the requested items, Abrika is including SFBC <inal Clinical Study Report
Amendments for Projects 40140 and 40141.

This Bioequivalency Amendment consists of one volume. Two hard ¢ ﬁles (archive and reviewer

copies) are being sent via courier. ECEIVED
JUN 1 5 2005

OGD / CDER

13800 N.W. 2nd St ¢ Suite 190 ¢ Sunrise, Florida 33325 s Phone: 954-315-6600 * Fax: 954-315-6601




If there are any questions concerning this submission, please contact me at (954) 315-6600.
Thank you.

Sincerely,

Monique Weitz
Director, Regulatory Affairs
Abrika Pharmaceuticals LLLP

Enclosure

13800 N.W. 2nd St ® Suite 190 * Sunrise, Florida 33325 ® Phone: $54-315-6600 * Fax: 954-315-6601



Attachment 1
Responses to Requested Information

1) Please conduct comparative dissolution testing using 12 dosage units of the test and
reference products and the following USP method:

Medium: water

Volume: 900 mL

Temperature: 37°C

Apparatus:  Apparatus II (paddles)

Rotation: 50 RPM

Specification: e————_""in 1 hour

= in4 hours M@}

| —_in 8 hours

Response:

Monique Weitz had telephone conversation with Keri Suh on June 8, 2005 in which Ms.
Suh stated that the Reviewer and Division Director had a meeting on June 7" with a final
decision that Abrika did not need to repeat the dissolution as stated in this deficiency
letter. Instead, FDA will review the information that Abrika had submitted the
comparative disso studies in the April 14, 2005 Chemistry Amendment, Section VI,
Table 4, specifically 4a, which included dissolution condition using USP apparatus I
(baskets) at 75 rpm in Water (900 mL).

Background information: The dissolution condition using apparatus II (paddle) with
rotation speed of 50 rpm is similar or equivalent to apparatus I (basket) with rotation
speed of 75 rpm. Therefore, we believe the dissolution data provided in Table! Summary
Dissolution Test Results for USP apparatus I (basket) at 75 rpm in Water under Section
VI in this amendment should provide sufficient information requested in your letter dated
June 02, 2005. As shown in the table, both Abrika products and reference products
Wellbutrin XL (150 mg and 300 mg) released - in 2 hours and
in 4 hours. Neither product released m 8 hours as specified in the
specification provided in the deficiency letter. Please advise after you further review the
information provided here if any additional dissolution data is still desired. Also included
in Section VI 1. of this amendment is a copy of controlled correspondence from FDA to
Abrika Pharmaceuticals with a recommendation for comparative dissolution testing.

2) In order to improve the review process, the Division of Bioequivalence requests that
you provide in-vivo study data, dissolution data, and formulation data in the format
specified in the attached template. This template incorporates some elements of the
CTID format. We request that you provide the study summaries in this template in an
electronic file. We hope to improve the efficiency of our review process and your
cooperation is greatly appreciated. It would be helpful if you could provide this
information for any other applications pending in the Division and in applications to
be submitted in the future.

hid)



Response:

In-vivo study data, dissolution data, and formulation data are provided using the format
supplied in the attached templates. These tables have also been included on a CDROM in
both Word and PDF format, which are identical to the included data with the exception of
page numbers. These electronic media have been scanned for viruses and are virus-free.
This virus scan was performed using Norton Antivirus Corporate Edition 8.0 (virus
definition date June 14, 2005). The approximate size of the electronic submission is

24 MB. See SECTION VI. BA/BE Part 2.



BIOEQUIVALENCY AMENDMENT

woamass Juwzzms

' 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: Abrika Pharmaceuticals LLLP TEL: 954-315-6502
- . - G500
~ATTN: Monique Weitz ~ FAX: 954-315-6601
FROM: Keri /Suh‘éa | PROJECT MANAGER: 301-827-5847
‘Dear Madam: |

Th1s facsmule is in reference to the bioequivalency data submitted on September 23, 2004, pursuant to Section

B - 505() of the Federa_l___l?ood Drug, and Cosmetic Act for Bupropion Hydrochloride Tablets, 150 mg and 300 mg.

‘The Division of Bloeqmvalence has completed its review of the submission(s) referenced above and has identified
deficiencies which are presented on the attached ten pages. This facsimile is to be regarded as an official FDA

1 commumcatlon and unless requested a hard-copy will not be mailed.

. ~“You should subrmt a response to these deﬁc1enc1es in accord with 21 CFR 3 14 96 Your. amendment should

“respond to all the deficiencies listed. Facsimiles or partla] 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 1nd1cate that

|| the responseisa "Bloequlvalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple

" dose, dissolution data, waiver or dissolution waiver) that mlght be included for each: strength. We also request that

~J " you include a 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 questlons concennng thlS commumcatlon to the
prOJect manager 1dent1f1ed above o , :

' SPECIAL lNSTRUCTIONS

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.

If received by someone other than the -addressee or a person authonzed to deliver thls document to the addressee you are hereby nouﬁed that any‘disclosure;
dissemination; copying, or other: acnon to the content of this commumcauon is not authorized. If you have recelved this document in error, please immediately =
notlfy us by telephone and return it to us by mail at the above address :



BIOEQUIVALENCE DEFICIENCIES ~ JUN O 22035
 ANDA: 77-285 o APPLICANT: Abrika
DRUG PRODUCT: Bupropion HCl ER Tablets

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
bioceguivalence studies will be conducted later. The
following deficiencies have been identified:

Please conduct comparative dissolution teStihg using
12 dosage units of the test and reference products and
"the following USP method:

Medium: water

Volume: - 900 mL

Temperature:  372C

Apparatus: Apparatus II (paddles)
‘Rotation: 50 rpm . )
Specification: “——— in 1 hour b(a)

 .-. in 4 hours
——in 8 hours

In order to improve the review process, the Division of
Bioequivalence requests that you provide the in-vivo
study data, dissolution data and formulation data in the -
format spec1f1ed in the attached template. This templated'
_incorporates some ‘elements of the CTD format. We request'
‘that you provide the study summarles 1n this template in
. an electronlc file. We hope to improve: the eff1c1ency of
. our review process and your cooperatlon is greatly :
fappre01ated It would be helpful if you could prov1de thlS
“information for any other appllcatlons pendlng in the '
D1v151on and 1n appllcatlons to be submltted in the
~future. :



Please note that the bloequlvalence comments. prov1ded 1n
this communlcatlon are preliminary. These comments are’
subject to revision after review of the in vivo studies.

Slncerely YO

Dale P Conn r, Pharm.D. ,
- Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

ANDA: 77-285



LABRIKA

PHARMACEUTICALS

April 14, 2005

Thomas Hinchliffe ORIG AME
Office of Generic Drugs ND{ME?T
Center for Drug Evaluation and Research M / ati

U.S. Food and Drug Administration

Metro Park North IT \
7500 Standish Place, Room 150 f
Rockville, MD 20855

Re: ANDA 77-285 .
Bupropion Hydrochloride Extended-Release Tablets 150 mg and 300 mg
Chemistry Minor Amendment
Response to CMC Deficiency Letter

Mr. Hinchliffe:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets 150 mg and 300 mg, which was submitted to the Agency
on September 29, 2004 and amendments dated October 1 and October 25, 2004. Reference is made
to the Minor Amendment CMC Deficiency Letter that was issued to Abrika Pharmaceuticals LLLP
on March 16, 2005. A copy of the March 16 letter is included for your convenience.

Abrika Pharmaceuticals has provided complete responses to the items listed in the March 16 letter in
Attachment 1. To aid in the review of this information, we have listed the specific items in italics
followed by the response. These responses reference various sections in the ANDA updated in this
Amendment. A Comprehensive Table of Contents for this Amendment is provided in Section L.,
which lists all of the sections that have been revised and are included in this Amendment.

This Minor Amendment consists of one volume. Four copies (archive, reviewer, chemistry, and field
copies) of this Minor Amendment are being submitted. In accordance with 21 CFR 314.96, a field
copy of this Minor Amendment has been submitted directly to the FDA District Office in Maitland,
Florida. An updated field copy certification is provided in Section XXI. of the Amendment.

This Telephone Amendment also contains Bioequivalence deficiency comments from
FDA’s January 14, 2005 telefax. A copy of the telefax is provided after this transmittal letter for ease
of review.

If there are any questions regarding this submission, please contact me at (954) 315-6600.

Sincerely, RECE'VED

| APR 15 2005
Momque Weitz A72

Director, Regulatory Affairs OGD / CDER

Abrika Pharmaceuticals LLLP

13800 N.W. 2nd St ¢ Suite 190 ¢ Sunrise, Florida 33325 ¢ Phone: 954-315-6600 * Fax: 954-315-6401



Attachment 1
Responses to Requested Information

1. Regarding the test specifications for the drug substances:

 Please add a test limit for Total Unidentified Impurities in the drug substance
specifications in accordance with the USP monograph requirement.

Response:

b(4)

* “Total Unidentified Impurities: - — has been added to the drug substance

specifications in accordance with the USP monograph requirement. See SECTION VIII
Raw Materials, 1C.

e Please revise the test specification for Identification by HPLC in accordance with
the USP monograph or provide justification that the retention time of drug substance
in the sample is ————"minutes in the standard. The same comment applies to b(/@

the drug product.

Response:

The drug substance and drug product test specification for Identification by HPLC has
been revised in accordance with the USP monograph. See SECTION VIII
Raw Materials, 1C and SECTION XV, 2C, respectively.

o It is recommended that a——— particle size specification be added into the
drug substance specifications to characterize particle size distribution. Please 4)
provide your test method and test results for the two drug substance lots as well.

Response:

A//.})article size specification has been added to the drug substance h{4)
specifications to characterize particle size distribution. The test method is USP<786>

and the specific instructions (i.e. air pressure, testing time and sample amount) are listed

in the revised specifications. The test results for the two drug substance lots are also
included in the certificate of analysis. See SECTION VIII Raw Materials, 1C.

e Please tighten the test limit for the Residual Solvent —— to be h(4
consistent with the revised test limit from the API manufacturer. )

Response:

The test limit for the Residual Solvent - ~ in the drug substance
specification has been tightened to be consistent with the test limit from the API h(4)
manufacturer, ¢ - ——See SECTION VIII Raw

Materials, 1C.




2. Regarding the inactive ingredients used in the manufacture of the drug
product:

o Please provide your acceptance criteria for — It is not acceptable that b{4 )
Copovidone EP monograph is used as the official regulatory specifications for the
excipient. Test methods should also be provided.

Response:

Copovidone USP monograph recently appears in 1% supplement of USP 28-NF 23 which
became official on April 1, 2005. All the acceptance criteria in the current USP/NF b (4)
Copovidone _ ~ monograph will be adopted as Abrika’s regulatory 4
specifications for the excipients. Since the test methods are available in the monograph, a

copy of the methods is not provided in this response. See SECTION VIII

Raw Materials, 2C.

e Please provide your acceptance test data or COA for (Manufacturer (4
lot# 14407). A clear copy of supplier COA for the excipient should also be provided. ’

Response:

——, Manufacturer lot # 144076 did not undergo full monograph testing h{@
prior to batch manufacturing and consequently the COA for issued by
~— was not provided in the original submission of ANDA 77-285; however based on
the deficiency as stated above, Abrika requested full testing op b(cﬁ}
Manufacturer lot #144076 as per Colloidal Silicon Dioxide monograph in the current
USP/NF at~—— A copy of the COA is submitted.
See SECTION VIII Raw Materials, 2D.
A clear copy of supplier COA for the excipient has also been provided.
See SECTION VIII Raw Materials, 2D.

o — contains several other inactive ingredients in addition to b(4 )
Methacrylzc Aéid Copolymen————-—‘Please clarify if all of these ingredients are
compendial products. ,
Response:
)
All of the other inactive ingredients of —— - manufactured by 33(4,

, are compendial products. Documentation for clarification has been provided. See
SECTION VIII Rayv Materials, 2B.

b(4)

e Please provide your acceptance criteria for ~ — —— and provide
test data accordingly. Test methods should also be described in detail.

Response:



The acceptance criteria for —— - are listed in Abrika’s specification
E019-01 effective 6/9/04. The test data has been provided. Test methods are also described in b(4)

detail. See SECTION VII Raw Materials, 2C.

3. It appears that —————""is involved in raw materials testing. Please provzde the b(@
full address, its ﬁmazon, and cGMP/GLP certification for the analytical facility.

Response:

For clarification, the company that performed the manufacturing and release testing with
respect to the Purified Water, USPir =< _ 1s a different company than = ~——— b@}'
~————full address, its function, and cGMP/GLP certification for the analytical

facility has been prov1ded See below and SECTION IX Description of Manufacturing

Facility.

— ' |
b(4)
L )
Registration Number: ——
FEI Number: b(4)
Labeler Code: "——
—T5 the manufacturing site for the finished dosage form —performed the b{4)

manufacturing, release testing with respect to the USP Purified Water, incoming identity
testing of raw materials, and all in-process controls except for bulk tablet testing.

4. The bulk tablets mamgactured and packaged in the bottles of 30's shown in the table on
page 4703 for the 150 mg tablets are inconsistent with those provided in the packaging

records. Please clarify.

Response:

Please find below clarification of the bulk tablets manufactured and packaged in the
bottles of 30's shown in the table on page 4703 for the 150 mg tablets are consistent with

those provided in the packaging records.

Weight of average coated tablets=———
Based on weight—sent —— 5(4}
Based on weight,”™ received —

Difference of —n—or '——




—issued the — tablets to Order No. 500424. :
—bottles of 30 count — " plus —vottles of 30 counts =< __ Tfor b@‘

Customer Samples with < were produced. Additional tablets for QA and Reject
totaled —ablets. For a total of <
f—— =

- - by

— issued — tablets to Order No. 500430
— oottles of 30 count '—— _ plus ~vottles of 30 count ¥——— ,or Customer b(4?

Samples with —— were produced Additional tablets for QA and Reject which

totaled ‘f‘ablets For a total of* —1ablets.
= - versus ————on the packagmg batch record. Note that the b (&

e — =
-~z

batch record percent reconciliation states<— __, which corresponds to the discrepancy.

Abrika received a ——of tablete— for bulk holding study, Based on the weight of the hia
each tablet this ——epresents — tablets. (4

4

_ h(s)
=
] ] ‘) b{é}
NA i — —
— h{4)
" ———pased on the number used for balk holding

5. Regarding the container/closures used in the packaging of the drug product:
e Please provide clear copies of the engmeerzng drawings for the ————————___ b (4 )

bottles and the — .

F3



Response:

Clear copies of the engineering drawings for the 75 cc, 150 cc, and 200 cc bottles and the 38
mm CRC cap have been provided. See SECTION XIII Packaging Materials Controls, 4.

o It is recommended that the acceptance criteria for Dimension, Identification, and Cap Fit
Test be provided in detail in the container/closure testing. Test methods for acceptance
testing of the bottles and cap should also be provided.

Response:

The acceptance criteria for Dimension, Identification, and Cap Fit Test have been provided in
detail in the container/closure testing. Test methods for acceptance testing of the bottles and cap
have also been provided. See SECTION XIII Packaging Materials Controls, 4.

6. Regarding the in-process controls and finished drug product, we have the following
comments:

o Please provide your analytical protocol including sampling size, sampling location and
test procedure for blend uniformity testing.

Response:

The requested information is provided in the original submission. To assist the
Reviewer, the following table may be of assistance:



FreoR

Located in - Located in Blend
Batch Record, Batch Record, step b ( 4}
step D.7. (pgs7 | D.7.(pg.s 7, 8 and
and 10 of 14) 10 of 14) (ANDA
(ANDA Amendment pg. #’s
Amendment pg. 000316, 000317

#’s 00475 and and 000320)
000478) :

. h(4)
(ave. =%

ars

See Figure 1 in See Figure 1 in

— Batch . == Batch
Record (pg. 10 of | Record (pg. 11 of
14) (ANDA 14) (ANDA
Amendment pg # | Amendment pg #
000478) 000320) b(4)
STP-029-03 STP-029-03
(ANDA pg.s (ANDA pg.s

004966 — 004978) | 004966 — 004978)
See specifically See specifically
sections 8.4 and sections 8.4 and
L o125 12.5.

Note to Reviewer: The proposed batch records had been enhanced prior to submission.
The revisions included a requirement that ten samples in triplicate be collected and
provided a more detailed diagram for their locations. These revisions were discussed in
the original submission on ANDA pg. 004596, and October 1, 2004 ANDA Amendment

pg. 000289.

¢ Please provide explanation or justification for the in-process acceptance criteria for—— b ( 4)
— .ablet weight gain and——————"ablet weight gain. Are the same criteria

proposed for future production batches?

Response:

The in-process acceptance criteria for ~—__"tablet weight gain and = tablet

weight gain was determined based on prior experience of extended-release solid dosage b(4)

formulation and functionality of both — Bach of these — e not

critical components of the extended-release profile of the product, e« T

a 7, b
-

L - . ..

As stated in the ANDA, pg 4376,

——



e b(4)

railge of ’ —————which is set for the tablet welghtgam and the range of
which is set for—————— ablet weight gain, are based on the process control from
the ANDA batches.

v

This will be the same process control acceptance criteria proposed for future production batches
as stated in the proposed batch records, ANDA pg. 004654 and pg. 004657 for reasons stated
above. See SECTION XI Manufacturing and Processing Instructions, 3.

o Please add additional tests for Identification by IR and for Water Content in the drug
product release specifications.

Response:

Additional tests for Identification by IR and for Water Content in the drug product release
specifications have been added. See SECTION XV Analytical Methods, 2C.

e Please note that the Division of Bioequivalence will establish the test specification and
test method for the Drug Release/Dissolution testing of the drug product, which will be
communicated separately.

Response:

Abrika acknowledges that the Division of Bioequivalence will establish the test speciﬁcaﬁon
and test method for the Drug Release/Dissolution testing of the drug product, which will be
communicated separately.

7. Regarding the GC method for the Residual Solvents in the drug substance and the HPLC
method for Related Substances in the drug product and method validation:

o InaGC chromdtogram of sample solution on page 5055, there are additional peaks
between 2 to 4 minutes that may interfere with the determination of the residual b@)
solvents - — - and — Please discuss. -

Response:

The peaks between 2 to 4 minutes in the GC chromatogram of sample solution on page 5055

have been manually integrated and analyzed for the purpose of this discussion. Peak area

response and resolution between adjacent peaks are reported. See SECTION XV Analytical
Methods, 1A.

The resolution between each pair of adjacent peaks is greater than 1.0, which is adequate for h(4}
GC analysis of residual solvents based on the resolution requirement of “*__—— in !
Method I, USP<467> Organic Volatile Impurities, page 2326, USP28. Moreover, the minor

peak next to the ' ———————peak and the minor peak next to the.———peak is h(4)



— respectively (assuming they have the same response factor). We
believe that these additional peaks between 2 to 4 minutes do not affect the quantitation of the
residual solvents, —— and

o The HPLC method for Assay and Related Substances has not been appropriately
validated for Related Substances. Please include the USP specified and identified
impurities, Bupropion Related Compounds C, E and F in your method validation.

Response:

As discussed with Thomas Hinchliffe, Bing Wu, and Dave Schanchy on March 21, and
after their further review, the mongraph method and validation as originally submitted is
acceptable and no additional response is required.

e Please include an additional system suitability test for the resolution between Bupropion
Related Compound C and Bupropion Related Compound F in the HPLC method.

Response:

An additional system suitability test for the resolution between Bupropion Related
Compound C and Bupropion Related Compound F has been included in the HPLC method,

STP-029. See SECTION XV Analytical Methods, 2D.
8. Regarding the Description and How Supplied section of the drug pfoduct labeling:

e Please revise the storage statement to "Store at 20-25°C (68-77'F, ") [see USP Controlled
Room Temperature]" .

Response:

Abrika acknowledges and commits revising the storage statement to "Store at 20-25°C (68-
77 F) [see USP Controlled Room Temperature]" when we receive the labeling
deficiency. We note that the labeling deficiency letter will contain the final decision on

what the storage statement should state.

o The name and address of the contract drug product manufacturer should be provided
 inthe product labeling.

Response:

Abrika acknowledgés and commits to adding the name and address of the contract drug
product manufacturer when we receive the labeling deficiency. We note that the labeling
deficiency letter will contain the final decision on the addition of the name and address of

h(4)



deficiency letter will contain the final decision on the addition of the name and address of
the contract drug manufacturer to be added on the label.

Response to Telefax, Dated January 14, 2005, Requested Information

1) In order to improve the review process, the Division of Bioequivalence requests that you
provide in-vivo study data, dissolution data, and formulation data in the format specified
in the attached template. This template incorporates some elements of the CTD format.
We request that you provide the study summaries in this template in an electronic file. We
hope to improve the efficiency of our review process and your cooperation is greatly
appreciated. It would be helpful if you could provide this information for any other
applications pending in the Division and in applications to be submitted in the future.

Response:

In-vivo study data, dissolution data, and formulation data are provided using the format supplied
in the attached templates. These tables have also been included on a CDROM in both Word and
PDF format, which are identical to the included data with the exception of page numbers. These
electronic media have been scanned for viruses and are virus-free. This virus scan was performed
using Norton Antivirus Corporate Edition 8.0 (virus definition date April 14, 2005). The
approximate size of the electronic submission is 23 MB. See SECTION VI. BA/BE, 2.



|- MINOR AMENDMENT

ANDA 77-285 . : o iﬁ AR i 6 2%5 P
OFFICE OF GENERIC DRUGS, CDER, FDA ‘ YR
_ Document Control Room, Metro Park North IT

~7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)

APPLICANT: Abrika Pharmaceutlcals LLP - TEL: 954-315—6600

ATTN Monique Weitz ' FAX: 954-315-6601
| FROM: Thomas Hinchliffe » PROJECT MANAGER: (301) 827-5771
' Deer Madam:

‘This facsimile is in reference to your abbrewated new drug apphcatxon dated September 29, 2004, submitted
pursuant to Section 505(j) of the Federal Food Drug, and Cosmetlc Act for Buproplon Hydrochloriode Extended- .
Release Tablets, USP, 150 mg and 300 mg. v

Referenee is also made to your amendment»dated October 1, and October 25, 2004.

The application is deﬁment and, therefore, Not Approvable under Section 505 of the Act for the reasons prov1ded
{ inthe attachments (_3 pages). This facsimile is to be regarded as an official FDA commumcatlon and unless
4l ‘Tequested, a hard copy will not be ma11ed : :

The file on this apphcatlon isnow closed Youare requlred to take an actlon described under 21 CFR 3 14 120

“which will either amend or withdraw the apphcatlon “Your amendment should respond to all of the deﬁ01en01es

' listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until -
all deficiencies have been addressed. The response tothis facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD pohcles and procedures. The des1gnat10n asa
MINOR AMENDMENT should appear prominently in your cover letter. You will be notified in a separate
communication from our Division of Bioequivalence of any deﬁ01enc1es identified durmg our review of your
bioequivalence data. If you have substantial dlsagreement w1th our reasons for not approvmg tlus apphcatlon you

: may request an opportumty for a heanng ' : , :

1 SPECIAL IN S‘TRUCTI_ONS:
Y Chemistry corh'r'nents'proﬁded here.
THIS DOCUMENT IS ]NTENDED ONLY F OR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND

|  MAY CONTAIN INFORMATION THAT IS PRIVILEGED CONF[DENTIAL OR PROTECTED FROM N
" DISCLOSURE UNDER APPLICABLE LAW.,

i If received by someone other than the addressee ora person authonzed to deliver this document to the addressee, you are hereby notified that any: d:sclosure,

dissemination, copying; or other action fo the conterit of this communication is not authonzed If you have recéived this document in error, please immediately .

B : notlfy us by telephone and return-it to us by miail at the above address.




' CHEMISTRY REVIEW

Chemistry Assessment Section

| 36. CHEMISTRY COMlV[ENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 77-285
APPLICANT: Abrika Pharmaceutlcals Inc.

DRUG PRODUCT: Buproplon Hydrochlonde Extended-Release Tablets, 150 mg and
' 300 mg -

el _ The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:

1. Regardmg the test spec1ﬁcat1ons for the drug substance

b : ° Please add a test limit for Total Unidentified Impurities in the drug
S o : substance specifications in accordance w1th the USP monograph
B ' requlrement

e Please revise the test specification for Identification by HPLC in
accordance with the USP monograph or provide justiﬁcation that the h{4)
~ retention time of drug substance in the sampleis - ————
in the standard The same comment apphes to the drug product.

e It is recommended that 2 f—f—’partlcle size spec1ﬁcat10n be added b(@
- into the drug substance specifications to characterize pamcle size’ '
- distribution. Please provide your test method and test results for the
' .two drug substance lots as well : ' -

e ';Please t1ghten the test limit for the Residual Solvent=—— ’ b(4)- i -
g ./——-* tobe con51stent with the rev1sed test 11m1t ﬁ'om the API o
manufacturer :

20 . Regardmg the mactlve mgredlents used 1n the manufacture of the drug 8
o ,tproduct ' . . AR R

Please prov1de your acceptance criteria for -———-——-*—'—‘It is not b{é}
_ acceptable that Copovidone EP-monograph is used as the official -
- regulatory spec1ﬁcat1ons for the excipient. Test methods should also be R
, 'prov1ded S e

b(@}

e - Please prov1de your acceptance test data or r COA for f——
- - (Manufacturer lot# 14407). A clear copy of suppher COA for the
excipient should also be provxded ‘



 CHEMISTRY REVIEW

C_herrlistry Assessment Section

° - contains several other mactlve h(é}
1ngred1ents in addition to Methacrylic Acid Copolymer — Please
clarify if all of these ingredients are compendial products

e Please provide your acceptance criteria for ’ b (4}

———and provide test data accordingly. Test methods should also be
_-described in detail.

TR 3. It appears that *e———————s involved in raw materials testing. Please b(4}
o - . - provide the full address, its function, and cGMP/GLP certification for the
' analytical facility.

4. The bulk tablets manufactured and packaged in the bottles of 30°s shown

in the table on page 4703 for the 150 mg tablets are inconsistent with those -
- provided in the packaging records. Please clarify.

5. Regarding the container/closures used in the packaging of the drug
product:

BN ' e Please provide clear copies of the engineering drawings for the —— h(‘!')
’ oottles and the - '

e Itis recommended that the acceptance cnterla for Drmensron
Identification, and Cap Fit Test be prov1ded in deta11 in the
- container/closure testing. Test methods for acceptance testmg of the
bottles and cap should aiso be provided.

6 L :Regardlng the m—process controls and ﬁmshed drug product, we have the
~ following comments : :

| e Please prov1de your analytical protocol 1nc1ud1ng samplmg size,
o samplmg 1ocatron and test procedure for ——-——umformrty testing.

e Please provrde explanatlon or Justlﬁcatron for the m-process _ | i
- acceptance criteria for ————tablet weight gain and. /——/“’ b(4} _
- tablet weight gain. Are the same criteria proposed for ﬁlture R
productlon batches? ,

" e Please add additional tests for Ident1ﬁcat1on by IR and for Water -
- Content in the drug product release specifications. :

e Please note that the Division of Broequrvalence wﬂl establish the test
specification and test method for the Drug Release/Dissolution testing.
of the drug product, which will be communicated separately.



CHEMISTRY REVIEW

Chemlstry Assessment Section -

Regarding the GC method for the Residual Solvents in the drug substance
and the HPLC method for Related Substances in the drug product and
method validation:

¢ In a GC chromatogram of sample solution on page 5055, there are
additional peaks between 2 to 4 minutes that may interfere with the
determination of the residual solvents "= and— b( (

Please discuss. ' |

e The HPLC method for Assay and Related Substances has not been
- appropriately validated for Related Substances. Please include the USP
specified and identified impurities, Bupropion Related Compounds C,
E and F in your method validation.

‘e - Please include an additional system suitability test for the resolution
“between Bupropion Related Compound C and Bupropion Related
Compound F in the HPLC method.

Regarding the Description and How Supplied section of the drug product
labeling:

"o Please revise the storage statement to "Store at 20-25°C (68 77°F) [see :
USP Controlled Room Temperature]" _ _

: e - The name and address of the contract drug product manufacturer
should be prov1ded in the product labelmg

o Sbincerely‘ yours,

‘Florence S. Fang
- Director: : v
- Division of Chemistry II"
Office of Generic Drugs
Center for Drug Evaluation and Research



AABRIKA

PHARMACEUTICALS

January 13, 2005

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
 Food and Drug Administration N X p
Metro Park North II, Room 150
7500 Standish Place
Rockville, MD 20855

Re: Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg
ANDA 77-285
PATENT AMENDMENT

Mr. Margand:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for
Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg, which were
submitted to the Agency on September 23, 2004 and October 1, 2004, respectively and
telephone amendment submitted on October 25, 2004. Also, please refer to the Patent
Amendments submitted on November 17, 2004, which contains the original signatures
for the amended Paragraph IV Patent Certification and Certifications of Noninfringement
as well as January 5, 2005 which contains the proof of receipt of the notices by
Glaxosmithkline on November 16, 2004 (for the 150 mg) and November 23, 2004 (for
the 300 mg) and Biovail Laboratories, Inc. on December 3, 2004 (for both the 150 mg
and 300 mg).

In accordance with section 505 (§)(5)(B)(iii) of the Act, copies of summons to
serve which were delivered to Abrika Pharmaceuticals, Inc, Abrika, LLLP, and Abrika
Pharmaceuticals LLLP on December 29, 2004 are provided.

If anything further is required at this time, please contact us.

Sincerely,

Director, Regulatory Affairs
RECE‘V ED Abrika Pharmaceuticals
JAN 1 4 2003

OGD / COER

13800 N.W. 2nd St * Suite 190 * Sunrise, Florida 33325 ¢ Phone: 954-315-6600 * Fax: 954-315-6601
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DEPARTMENT OF HEALTH & HUMAN SERVICES ) Public Health Servics

Food and Drag Administration

Rockville #D 20857

Abrika Pharmaceuticals e
Attention: Monique Weitz B

13800 N.W. 2nd St., Suite 190 NOV 1 & 2004
Sunrise, F1 33325 *

Reference Number: OGD #04-854
Dear Ms. Weitz:

This letter is in response to your correspondence dated August 23, 2004. You request that
the Office of Generic Drugs (OGD) provide bioequivalence recommendations regarding
Bupropion Hydrochloride Extended Release Tablets, 150 mg and 300mg. OGD provides
the following commenis: o

1. The following studies are recommended to establish bioequivalence of bupropion
hydrochloride extended release tablets:

a. 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 concemns, studies using
the 300 mg dose are not recommended.

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

the RLD.
2. Please measure bupropion and hydroxybupropion in plasma.
3. Buprepion Hydrechloride Extended Release Tablets, 300 mg, may be considered

for a waiver of in-vivo bioequivalence testing based on (1) acceptable
bioequivalence studies on the 150 mg strength, (2) acceptable dissolution testing
of the 150 mg and 300 mg strengths, and (3) proportional similarity in the
formulations of the 150 mg and 300 mg strengths.

4. Please conduct comparative dissolution testing using 12 dosage units of the test
and reference products using the following FDA method:

Apparatus:  USP 27 apparatus I (basket)

Speed: 75 rpm

Medium: 0.IN Hydrochloric Acid

Volume: 900 mL

Sampling times: 1, 2,4, 6 and 8 hours and until at ..———,f the

labeled content is dissolved.

b(4)
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1. Paragraph IV Patent Certification

PARAGRAPH IV CERTIFICATION

I, Abrika Pharmaceuticals LLLP, certify that, to the best of its knowledge, U.S. Patent
No. 6,096,341 and U.S. Patent No. 6,143,327, both due to expire on October 30, 2018, will not
be infringed by the manufacture, use, or sale of Abrika Pharmaceuticals LLLP’s Bupropion
Hydrochloride Extended-Release Tablets USP, 150 mg and 300 mg, for which the abbreviated
new drug application (ANDA) number 77-285 was submitted, or in the alternative, that U.S.
Patent No. 6,096,341 and/or U.S. Patent No. 6,143,327 are invalid and/or unenforceable.

As required by Section 505(j) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
355(j)) and 21 C.F.R.§§ 314.94 and 314.95, Abrika Pharmaceuticals LLLP hereby states that this
ANDA is sufficiently complete to permit substantive review.

Furthermore, on November 12, 2004 and November 16, 2004, in accordance with
21 C.F.R. §§314.95(a) and (b), Abrika Pharmaceuticals LLLP sent a “Patent Certification Under
21 U.S.C. §355 and Notice of Certification of Invalidity or Noninfringement of a Patent Under
21 U.S.C. §355” (hereinafter “the Notice”) to GLAXOSIMITHKLINE, as NDA holder for
Wellbutrin XL 150 mg and 300 mg, respectively, and Biovail Laboratories, Inc., as owner of
record of the above-referenced patents, via United States registered mail, return receipt
requested. The Notice meets the content requirements under 21 C.F.R. §314.95(c). A copy is
attached in Section III, Patent Certification. In addition, copies of the United States Postal
Service receipts of mailing are also attached in Section III, Patent Certification.

ABRIKA PHARMACEUTICALS LLLP

b

J amej'é . New
Chief’Executive Officer, Abrika Pharmaceuticals
November 17, 2004

000007



Patent Certification Under 21 U.S.C. § 355 and Notice of Certification of Invalidity
or Noninfringement of a Patent Under 21 U.S.C. § 355 ,

L. Abrika Pharmaceuticals LLLP (Abrika), having a place of business at 13800 N.w. 2nd
Street, Suite 190, Sunrise, Florida 33325 hereby certifies to the following persons that it
has filed an Abbreviated New Drug Application (ANDA) under 21 U.S.C. §
355()(2)(B)(ii) (also referred to as Section 505(G)(2)(B)(ii) of the Federal F ood, Drug and
Cosmetic Act) in order to obtain approval to engage in the commercial manufacture, use,
or sale of Bupropion Hydrochloride Extended-Release Tablets USP, 150 mg that are
bioequivalent to Wellbutrin XL® 150 mg tablets:

1. Holder of New Drug Application for Wellbutrin XL®, 150 mg:

GLAXOSMITHKLINE
5 Moore Drive

Research Triangle Park, NC 27709

2. On information and belief the owner of U.S. Letters Patent Nos. 6,096,341 and
6,143,327 is: _

BIOVAIL LABORATORIES INC.
Building No. 2, Chelston Park
Collymore Rock, St. Michael
Barbados, West Indies

I. The United States Food and Drug Administration has received an ANDA from Abrika
which contains the required bioequivalence data showing that the Abrika Bupropion
Hydrochloride Extended-Release Tablets USP, 150 mg, is bioequivalent to Wellbutrin
XL® Tablets 150 mg.

III. The Abrika Abbreviated New Drug Application Number is ANDA 77-285 .

IV. The established name for the proposed drug product is Bupropion Hydrochloride
Extended-Release Tablets USP, 150 mg.

V. The active ingredient for the proposed drug product is bupropion -hydrochloride; the
dosage form is an oral tablet that will be sold in 150 mg strength.

VI. The following patents (the “listed patents”) which have been listed in the Approved
Drug Products with Therapeutic Equivalence Evaluations (the “Orange Book™) are
known to Abrika and will not be infringed by the making, using, or selling of the Abrika
Bupropion Hydrochloride Extended-Release Tablet USP product (Abrika proposed
product):

U.S. Patent No. - Expiration Date

6,096,341 " October 30, 2018.

6,143,327 October 30, 2018.
1
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VII. The ANDA indicates that Abrika intends to engage in the commercial manufacture,
use, or sale of the proposed product before the expiration dates of U.S. Patent Nos.
6,096,341 and 6,143,327.

VIIL The above U.S. patents, which have been listed in the Orange Book, will not be
infringed by the Abrika proposed product for the detailed factual and legal reasons set
forth below or, in the alternative, would be invalid and/or unenforceable against the
Abrika proposed product.

A. Noninfringement of U.S. Patent No. 6.096.341

All of the claims of the ‘341 patent require a delayed release tablet including
bupropion hydrochloride and exhibiting a dissolution profile such that “after 1 hour, from
0 up to 30% of the bupropion hydrochloride is released, after 4 hours, from 10 to 60% of
the bupropion hydrochloride is released, after 6 hours, from 20 to 70% of the bupropion
hydrochloride is released, after 8 hours, more than 40% of the bupropion hydrochloride is
released.” The table below compares these claimed dissolution rateés with the dissolution
rates of the Abrika proposed product, tested under the same conditions -- 0.IN HC1, USP
Apparatus I at 75 RPM. These dissolution testing conditions are specified in the
Examples of the ‘341 patent and were relied upon by the patentee during prosecution of
the ‘341 patent:

TABLE 1. Dissolution Profile Comparison: ‘341 Patent Formulation v. Abrika
Proposed Product

% Released in 0.1N HCI, % Released in 0.1N HC],

USP Apparatus I @ 75 RPM | USP Apparatus I @ 75 RPM

Time Claims of the ‘341 Patent Abrika Proposed Product
= -
1hr 030 r

4 hrs. | 10-60 h(4)
6 hrs 20-70
8 hrs >40 L’ J [

The claims of the ‘341 patent, themselves, do not specify any dissolution testing
conditions. However, a proper claim interpretation limits the claims of the ‘341 patent
not just to the claimed dissolution profile, but to the claimed dissolution profile as
obtained using the same dissolution testing conditions used by the atentee. In situations
where the results of a test or assay are claimed, but the actual test conditions are not,
courts have limited the claims to those test results as performed under the same testing
conditions; this is especially true where, like here, the results may vary greatly depending
upon the test conditions. See Genentech v. Wellcome Found., 29 F.3d 1555 (Fed. Cir.
1994); 1.T. Eaton & Co. v. Atlantic Paste & Glue Co., 106 F.3d 1563, 1565 (Fed. Cir.
1997). '
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In the ‘341 patent, the patentee emphasized these dissolution testing conditions,
and their importance to the claims, during prosecution. In response to a 35 U.S.C.
§102(a) rejection, the Applicant argued that “Claim 1 requires a specific dissolution
profile,” that the prior art was “silent on the dissolution medium and conditions that are
used,” and the prior art’s failure “to teach the dissolution medium and conditions that are
used” rendered “its disclosure deficient.” ‘341 Patent File History, Paper No. 6, page 6.
The Applicant then directed the examiner to its own dissolution medium and conditions,
stating “ft/he dissolution medium and conditions that are used in the invention is, on
the contrary, disclosed in example 1, page 8. (It corresponds to gastric juice.)” 1d.
Thus, the claimed release profile should be interpreted as being derived from using the
same conditions as described in Example 1 of Applicant’s specification., i.e., in 1000 ml
of 0.IN HCl at 75 rpm using USP Apparatus I. See ‘341 Patent, Col. 5, Lines 10-13.

For these reasons, it is clear that the Abrika proposed product fails to meet, or
even come close to, the claimed dissolution at 4 hours, 6 hours, and 8 hours and therefore
cannot infringe any claim of the *341 patent either literally or under the doctrine of
equivalents. '

B. Noninfringement of U.S. Patent No. 6,143,327

. All of the claims of the ‘327 patent require the claimed tablets exhibit a
dissolution profile such that “after 2 hours from 0.up to 30% of the bupropion
hydrochloride is released, after 4 hours, from 3 to 22% of the bupropion hydrochloride is
released, after 6 hours, from'15 to 38% of the bupropion hydrochloride is released, after 8
hours, more than 40% of the bupropion hydrochloride is released.” The table below
compares the claimed dissolution rates with the dissolution rates of the Abrika proposed
product, tested under the same conditions -- 0.1N HCL, USP Apparatus I at 75 RPM.
These dissolution testing conditions are specified in the Examples of the ‘327 patent and
-were relied upon by the patentee during prosecution of the ‘327 patent:

TABLE II. Dissolution Profile Comparison: ‘327 patent formulation v. Abrika
Proposed Product

% Released in 0.1N HCl, % Released in 0.1N HCl,
USP Apparatus I @ 75 RPM | USP Apparatus I @ 75 RPM
Time Claims of the ‘341 Patent Abrika Proposed Product
1hr 0-30 T | B
4 hrs 3-22 b(@
6 hrs 15-38 ]
8 hrs 40 L | J

Again, the claims of the 327 patent do not specify the dissolution testing
conditions. Just as in the ‘341 patent, proper claim interpretation should include the
limitation of the actual dissolution testing conditions used to obtain the claimed
dissolution profile. See Genentech v. Wellcome Found., 29 F.3d 1555, 1561 (Fed. Cir.
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1994); J.T. Eaton & Co. v. Atlantic Paste & Glue Co., 106 F.3d 1563, 1565 (Fed. Cir.
1997); discussed supra.

“When multiple patents derive from the same initial application, the prosecution
history regarding a claim limitation in any patent that has issued applies with equal force
to subsequently issued patents that contain the same claim limitation.” Biovail Corp.
Int’l. v. Andrx Pharmaceuticals, Inc. 239 F.3d 1297, 1301 (Fed. Cir. 2001), quoting
Elkay Mfg. Co. v. Ebco Mfg. Co., 192 F.3d 973, 980 (Fed. Cir. 1999). Thus, statements
made by the patentee of the <327 patent during prosecution of its parent, i.e., the ‘341
patent, regarding the dissolution profiles apply “with equal force” to the claims of the
‘327 patent. As noted above, during prosecution of the 341 patent, the Applicant
emphasized the importance of, not only the dissolution profile, but the dissolution
medium and conditions, in distinguishing its claimed invention. The Applicant in
arguing that the testing conditions need to be disclosed and read into the claimed
dissolution profile unequivocally stated to the examiner that the dissolution medium and
conditions are as disclosed in example 1, page 8. See ‘341 Patent File History, Paper
No. 6. ,

For these reasons, it is clear that the Abrika proposed product fails to meet, or
even come close to, the claimed dissolution at 4 hours, 6 hours, and § hours, and
therefore cannot infringe any claim of the ‘327 patent either literally or under the doctrine

of equivalents.

_ For the above reasons, the Abrika proposed product will not infringe the listed
patents.

The information provided herein is supplied for the purpose of complying with
the above-referenced statutes and regulations, and neither Abrika nor its attorneys waive
any attorney-client privilege or attorney work product immunity concerning the subject
matter of this communication.
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In accordance with 21 U.S.C. § 355()(2)B)(J), it is hereby certified that on
November 12, 2004 a copy of this notice has been sent by United States registered mail,
return receipt requested, to Biovail Laboratories as owner of U.S. Patent Nos. 6,096,341
and 6,143,327 as required by 21 U.S.C. § 355G)(2)BXD){A), and to GlaxoSmithKline as
the holder of the approved application for Welbutrin XL® as required by 21 U.S.C. §
355()(2)B)(i)(), in envelopes addressed to:

GLAXOSMITHKLINE
5 Moore Drive
Research Triangle Park, NC 27709

BIOVAIL LABORATORIES INC.
Building No. 2, Chelston Park
Collymore Rock, St. Michael
Barbados, West Indies

i

/
By i{f ;‘r’/ l{f}‘_‘,w"""
Dy’ James New
Chief Executive Officer
Abrika Pharmaceuticals LLLP
13800 N.W. 2" Street, Suite 190
Sunrise, Florida 33325
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ANDA 77-285

Abrika Pharmaceuticals, LLLP
Attention: Monique Weitz
13800 N.W. 2™ Street

- Suite ‘190

" Sunrise, Florida. 33325

lallssllsidsb bl o | NOV _1_0:

Dear Madam'

We acknowledge the recelpt of your abbrev1ated new drug
application submitted pursuant .to Section 505(j) of the
Federal Food, Drug and Cosmetlc Act.

‘;Reference is made to the telephone conversation dated
October 18, 2004 and your correspondence dated
October 25 2004.

fffNAME OF DRUG Buproplon Hydrochlorlde Extended—release Tablets
; USP, 150 mg :

'[LDATE OF APPLICATION: September 23 2004»

o ,DATE (RECEIVED) ACCEPTABLE FOR FILING September 23 2004

You have flled a Paragraph v patent certlflcatlon, in accordance‘
with 21 CFR 314. 94(a)(12)(1)(A)(4) and Section o SR
' 505(3)(2)(A)(v11)(IV) of the Act. Please be. ‘aware that you need .

‘to comply with the notice requlrements, as: outllned below. “In-

- order to fac111tate review of  this appllcatlon, we suggest that

.you follow the outllned procedures below. ’
;CONTENTS OF THE NOTICE

:fYou must c1te sectlon 505(3)(2)(3)(11) of the Act 1n the notlce -

:’»and should’ 1nclude, but not-be limited to, the 1nformatlon as

! described in 21 CFR 314. 95(c)
‘-SENDING THE NOTICE_V

’ In accordance with 21 CFR 314 95(a)

‘e Send. notlce by U. S reglstered or certlfled mall w1th
return recelpt requested to each of the follow1ng.



1) Each owner of the patent or the representative
designated by the owner to receive the notice;

2) The holder of the approved application under
section 505(b) of the Act for the listed drug
claimed by the patent and for which the appllcant
is seeking approval '

3) _An applicant may rely:on-another form of
documentation only if FDA has agreed to such
documentation in advance.

'DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

You must submlt an amendment to this appllcatlon with the
follow1ng ‘

‘e 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 acknowledglng recelpt-
by each person prov1ded the notice. : , :

e A de51gnatlon on the exterlor -of the envelope and. aboveT

’ the body of the cover letter should clearly state B
n"PATENT AMENDMENT". This amendment should be submitted -
- to. your appllcatlon as soon as documentation of recelpt*'
“by the patent owner and patent holder is recelved :

-AHDOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

“You are requested to submit an amendment to thlS appllcatlon that S
-~ is plainly marked on the cover sheet DPATENT AMENDMENTD w1th the i,,

"follow1ng

' o: If lltlgatlon occurs within the 45-day period as :
L prov1ded for in section 505(3)(4)(B)(111) of the Act,
we ask that you prov1de a copy of - the pertlnent :
'notlflcatlon. :

® }Although 21 CFR 314. 95(f) states that the FDA w1ll
- presume the notice to be complete and suff1c1ent, we
ask that if you are not sued within the 45-day period,
that you provide ‘a. letter immediately after the 45 day -
period elapses, stating that no legal action was taken



by each person provided notice.

e You must submit a copy of a copy of a court order or
judgement or a settlement agreement between the
parties, whichever is applicable, or a licensing
agreement between you and the patent holder; or any
other relevant information. We ask that this
information be submitted promptly to the
application.

1f you have further questions you may contact Martin Shimer,
Chief, Regulatory Support Branch, at (301)827 -5862.

We will correspond with you further after we have had the
~opportunity to review the application.

Please identify any communications concerning'this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:

Tom Hinchliffe

Project Manager
(301) 827-5849

Director :
Division of Labellng and Program Support
Office of Generic Drugs.

vCenter -for Drug Evaluatlon and Researchﬁ’



- CC: ANDA 77-285
DUP/Jackets L
HFD-600/Division File
Field Copy
"HFD-610/G. Davis
HFD~-92 '

date Y

Endorsement: 'HFD-615/MShimer, Chief, RSB
T : date /o 27 /0y

HFD—615/IMargand, C
Word File V: \Fllesam\Ltrs&rev\77285'ack
FT/ 10/26/04

ANDA4Acknowledgment Letter'




ANDA CHECKLIST
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION

ANDA Nbr: 77-285 FIRM NAME: ABRIKA Bio Assignments:
PHARMACEUTICALS ] Micro Review
BPH
LATED APPLICATION(S):
RE D TION(S) [ BCE

First Generic Product Received? NO
CIBsT

DRUG NAME: BUPROPION HYDROCHLORIDE

DOSAGE FORM: EXTENDED-RELEASE TABLETS,
150 MG AND 300 MG (NEW STRENGTH 300 MG)

Random Queue: 10
Chem Team Leader: Rosencrance, Susan PM: Tom Hinchliffe ~ Labeling Reviewer: Michelle Dillahunt

Letter Date: OCTOBER 01, 2004 Received Date: OCTOBER 01, 2004

Comments: EC-1+1=2 YES On Cards: YES
Therapeutic Code: 2020100 ANTIDEPRESSANTS

Archival Format: PAPER Sections 1 (356H Sections per EDR Email)

Review copy: YES E-Media Disposition: NA
Not applicable to electronic sections

Field Copy Certification (Original Signature) YES

Methods Validation Package (3 copies PAPER archive) YES
(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

cso(;@_ / 7——/ Recommendation:

‘Date 10/26/04 1 /) FILE [ | REFUSE to RECEIVE

Supervisory Concurrence/l)ate: JM%M Date: _&a& 96{}"

ADDITIONAL COMMENTS REGARDING THE ANDA:
Information not directly pertaining to the new strength in'3€ctions I thru X is located in original strength (150mg)
application dated 9/23/04 and is therefore not reviewed in this supplemental application.
See T-con dated 10/18/04.

Top 200 Drug Product:




ACCEPTABLE

Sec. I | Signed and Completed Application Form (356h) YES X
(Statement regarding Rx/OTC Status) YES RX :

<]

Sec. I | Basis for Submission NDA#: 21-515
Ref Listed Drug:  WELLBUTRIN XL Firm: GLAXO SMITH KLINE
ANDA suitability petition required? NO '
If Yes, then is change subject to PREA (change in ddsage form, route, active ingredient)
For products subject to PREA a wavier request must be granted prior to approval of ANDA.
Wavier Granted:

Sec. Il | Patent Certification

1. Paragraph: IV

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) 3
1. Conditions of use Y

2. Active ingredients Y

3. Route of administration Y
{ 4. Dosage Form Y

5.Strength Y

Sec. V | Labeling (Mult Copies N/A for E-Submissions)
1. 4 copies of draft (each strength and container) or 12 copies of FPL Y

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 proprietary name request submitted? NO  (f yes, send email to Labeling Rvwr indicating such.)

Bioavailability/Bioequivalence
1. Financial Certification (Form FDA 3454) and Disclosure Statement (Form 3455) NO 3454 WAS X
SUBMIITED ON ORIGINAL APPLICATION 9/23/04.

2. Request for Waiver of In-Vive Study(ies): YES

3. Formulation data same? (Comparison of all Strengths) (Ophthalmics, Otics, Topicals Perenterals)
Dosage formulations are proportional (150mg and 300mg)

4. Lot Numbers of Products used in BE Study(ies): CFACY03Q18

5. Study Type: IN-VIVO PK STUDY(IES) (Continue with the appropriate study type box below)

Sec, VI




" Study
. Type

IN-VIVO PK STUDY(IES) (i.c.. fasting/fed/sprinkle) FASTING AND FED WAS DONE ON
ORIGINAL APPLICATION DATED 9/23/04

a. Study(ies) meets BE criteria (90% CI or 80-125, Cmax, AUC) Refer to OGD CTL 04-344 for Anchen Parm. for '

BE recommendations.
b. EDR Email: Data Files Submitted: NO
¢. In-Vitro Dissolution: Yes Pg. 238

Study

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

 Study
- Type

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
c. Skin Irritation/Sensitization Stu

- Study

|- Type

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,
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. 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 Particle Size Distrib.. Spray Pattern,
Plume Geometry, Priming & Repriming, Tail Off Profile)

- Study

- Type

TOPICAL CORTICOSTEROIDS (VASOCONSTRICTOR STUDIES) NO
a. Pilot Study (determination of ED50)
b. Pivotal Study (study meets BE criteria 90%CI or 80-125)

Components and Composition Statements
1. Unit composition and batch formulation Y

2. Inactive ingredients as appropriate Excipiens acceptable




Raw Materials Controls
1. Active Ingredients
a. Addresses of bulk manufacturers :
b. Type I DMF authorization letters or synthesis
c. COAC(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
a. Source of inactive ingredients identified
b. Testing specifications (including identification and characterization)
c. Suppliers' COA (specifications and test results)
d. Applicant certificate of analysis

Tm@vmc\\’\'ov\ u»\c,\mnsc(x @ovm (S"me) QWI\CA'L\&.\,\

Sec.IX

Description of Manufacturing Facility T S b WDIM‘MS“,( G,;W IOy epp lw}\l—\g,\,,
1. Full Address(es)of the Facility(ies) Y

2. CGMP Certification: NO WAS SUBMITTED ON ORIGINAL APPLICATION DATED
9/23/04

3. CFN numbers

Sec. X

Outside Firms Including Contract Testing Laboratories T.(brodon cvcls A\,\Sz(y(
1. Full Address Z oy

2. Functions @C‘W\ /SOVV\S m‘)v\\w )
3. CGMP Certification/GLP

4. CFN numbers

- Sec. XI

Manufacturing and Processing Instructions

1. Description of the Manufacturing Process (including Microbiological Validation, if Appropriate) Y

2. Master Production Batch Record(s) for largest intended production runs (no more than 10x pilot batch)
with equipment specified

3.If sterile product: Aseptic fill / Terminal sterilization N/A

4 Filter validation Gf aseptic fill) N/A

5. Reprocessing Statement

In-Process Controls

1. Copy of Executed Batch Record with Equipment Specified, including Packaging Records (Packaging
and Labeling Procedures), Batch Reconciliation and Label Reconciliation See Attached

2. In-process Controls - Specifications and data Y

Container

1. Summary of Container/Closure System (if new resin, provide data) Y

2. Components Specification and Test Data (Type——UMF References) Only provide information for
—————pottle. 30 count size=—_ information in original strength application.

3. Packaging Configuration and Sizes 30« count bottles

4. Container/Closure Testing Y Testing for——— . done in original strength applicatio

5. Source of supply and suppliers address Y :

b4



Sec, | Controls for the Finished Dosage Form
XIV | 1. Testing Specifications and Data Y
2. Certificate of Analysis for Finished Dosage Form Y
Sec. | Stability of Finished Dosage Form
XV | 1. Protocol submitted Y b4)
2. Post Approval Commitments Y
3. Expiration Dating Period ——uonths
4. Stability Data Submitted
a. 3 month accelerated stability data Y
b. Batch numbers on stability records the same as the test batch CF4CY03Q18
Sec. | Samples - Statement of Availability and Identification of:
XVI | 1.Drug Substance Y
2. Finished Dosage Form Y
3. Same lot numbers 'Y
;:,c'n Environmental Impact Analysis Statement Y
Sec. | GDEA (Generic Drug Enforcement Act)/Other:
XVIH | 1. Letter of Authorization (U.S. Agent [if needed, countersignature on 356h]) N/A

2. Debarment Certification (original signature): NO WAS SUBMITTED ON ORIGINAL

APPLICATION DATE 9/23/04
3. List of Convictions statement (original signature) N/A

4. Field Copy Certification (original signature) located in original strength application

OGD Template Revised 04/01/2004 /T.Hinchliffe




/ .
ANDA FZ-2%) Final Check List for Branch Chief

v/ 1)Check letter date and stamp date of ANDA vs. drafted Jetter.

« 2) Check for any NC arriving post stamp date but prior to Reg. Review.
A
__/ » Check that correct letter format is used. (PIV vs. Other acknowledgment)
~/

)

Check for gross errors in letter.

5) Check address and contact person on letter vs. 356h.

'7{ Check for any t-cons and verify date and correspondence date.
B

Check Patent Certification information in entered in COMIS (by Eda) vs.
N Actunal certification. If multiple patent certifications, should be based on
- PIV if applicable or latest expiring patent.

8) Check for ény comments or problems raised by reviewer on Check
List. ’

ﬂy If first genen"c, copy BE review and file.

10) Sign Check List.

11) Check electronic Orange Book to verify curremt patent

information and correct RLD. | el aa@iyd— 1@3
QLP( ) Check for MOU patents A
_\_Z13) Review 356h. Check NDA ﬁumber and RLD for correct reference.
If proprietary name proposed, notify Labeling reviewer.
__\{7‘ Review Basis for Submission. MW‘ X J(-g’ (

15) Review Patent Certifications and Exclusivity Statement. (If an

expiration of an exclusivity has occurred make a note to thé ‘
/ Labeling reviewer. pA~{ QQ”P :
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.

17).8ign cover letier 505 ()(2)(A) OK, < and full signature.
18) Pull USP information. (USP S no)
/1 9) Final Grammar review on letter.

/20)' Verify information in OGD Patent Tracking Systemn.

/_21)FES slip. ,
,%)j)icument in record book.
sunane_ Pk W a0k 28




Telecon Record
Date: 10/18/04
ANDA: 77-285
Firm: Abrika Pharmaceuticals
Drug: Bupropion Hydrochloride Extended-release Tablets USP, 150mg and 300mg
FDA Participants: Iain Margand
Industry Participants: Jim New
Phone: 954-313-6600
Agenda:
1. lain requested the following:
Please remove proprietary name from 356H form.
Have established name changed to USP designation on 356H form.
Correctly address patents expiration dates on Patent Certification letter.
Please provide composition of ~—— b{4)
Provide electronic labeling as required.
Provide contact person for Active Pharmaceutical Ingredient manufacturer.
" manufacturer, and h(%

Provide DMF —letters from =
£ —, = manufacturer.

Provide either FDA form 3454 or 3455 Financial Certification.

Please clarify largest intended production runs on Master Batch Records (scale-
up).



18/25/2084 15:36 9543156681

Abrika Pharmaceuticals
13800 N.W. 2™ Strest, Suite 190
*  Suprise, Florida 33325
°h. 954-315-6600
Fax 954-315-8601

Fax

To: lan Margand

ABRIKA PAGE  B1/29

*ABRIKA

PHARMACEUTICALS

From: Monique Weitz

Date: Cctober 15, 2004

Fax:  (301)594-1174

Phone:

Pages: 29 ,including cover

Re: ANDA. : 77-285

Telephonic Amendment

cC:

-0 Urgent  [OFor Review

O Please Comment [ Please Reply  [I Please Recycle

sComments:

Mr. Margand,

Goad afternoon.

Attached is the Telephonic Amendment in response to a request for additional information.

Abrika is shipping the hard copy in binders that contain the CD-ROM for your files ovemight.

Best Regards,
Monique Weitz



18/25/2084 15:36 3543156681 ABRIKA PAGE  82/23

! PHARMACEUTICALS

October 25, 2004

Ian Margand

Office of Generic Drugs

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

Fax Number: (301) 594-1174

Re: Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300 mg
ANDA 77285
Telephone Amendment (New Correspondence)

Mr. Margand:

Please reference our Abbreviated New Drug Application (ANDA) No. 77-285 for Bupropion
Hydrochloride Extended-Release Tablets, 150 mg and 300 mg, which was submitted to the Agency
on September 23, 2004 and October 1, 2004, respectively. We arc amending this application to
provide information. which you requested during our telephone discussion on October 18, 2004.
Responses to the requested information are provided in Attachment 1. This Telephone Amendment
contains replacement and updated pages as presented in Comprehensive Table of Contents for

ANDA 77-285.

This Telephone Amendment consists of one volume, and is being sent via facsimile. In addition,
three hard copies (archive, reviewer, and field copies) will also be sent via courier. The field copy of
the technical section of the ANDA Amendment has been sent directly to the Maitland, Florida, FDA
District Office. Please note an updated field copy certification is provided.

If there are any questions concerning this submission, please contact me at (954) 315-6600

Thank you.

Sincerely,

\/ James S. New
Chief Executive Officer
Abrika Pharmaceuticals LLLP

Enclosure

13800 N.W. 2nd St » Syite 190 = Sunrlse Flarida 33345 “ Phone P54-315-6600 = Fax: 954-315-6401




4
4-ABRIKA

PHARMACEUTICALS

October 25, 2004

Food and Drug Administration
District Office

555 Winderley Place
Maitland, FL 32751

Re: Bupropion Hydrochloride Extended-Release Tablets, 150 mg and 300mg
ANDA 77-285 :
Telephone Amendment (New Correspondence)

Dear Sir/Madam:

Pursuant to the requirements in 21 CFR 314.94(d)(5), and concurrent with the filing of
our original telephone amendment for ANDA 77-285, enclosed please find the “Field
Copy” in support of Abrika Pharmaceuticals’ ANDA Bupropion Hydrochloride
Extended-Release Tablets, 150 mg and 300 mg. The Field Copy contains:

o A Field Copy Certification
e A true copy of the Form FDA 356h filed with the subject ANDA

o A true copy of the Technical Sections provided in the submission of the subject
ANDA

Abrika commits to providing any updated information to the District Office as
appropriate.

Please direct any questions to:

Monique Weitz, Associate Director

Abrika Pharmaceuticals LLLP

13800 N.W. 2™ Street, Suite 190

Sunrise, Florida 33325

Telephone: 954-313-6600 Fax: 954-315-6601
Thank you.

Singere}y,

James New, Chief Executive Officer
Abrika Pharmaceuticals LLLP

13800 N.W. 2nd St * Suite 190 » Sunrise, Florida 33325 * Phone: 954-315-6600 * Fax: 954-315-6601



Malggnd, lain.

From: Rosencrance, Susan M

Sent: Monday, October 18, 2004 1:52 PM

To: v Margand, lain b(ﬁ)
Subject: RE: Methacrylic copolymer ————— .

Hi lain,

| scanned the formulations for all the bupropion (ext-release) applications we have and none contain methacrylic hi4:
copolymer-———  at this amount / — " pertabiet). If the lIG also shows no products with this amount, then | suggest (

asking for the safety data.

Susan
—-Original Message-——
From: Margand, Iain
Sent: Friday, October 15, 2004 10:20 AM
To: Rosencrance, Susan M
Subject: Methacrylic copalymer:
Hello Susan,

I am reviewing an application for Bupropion HCI Extended-release 150mg and 300mg tablets. The applicant is using hia:
methacrylic copolymer = : as the for the tablets. The 300mg strength uses B per (
tablet. | have searched in COMIS, DFS, liG search website and Inactive ingredient Query website and the jargest

amount | could find is = per tablet. | am trying to find out if you or your department may have some information on

higher amounts or have a suggestion of somewhere else | could look. If not, | will contact the applicant to have them

send me safety studies. Thank you for your help.

lain



* ‘\@(/ %\.
SABRIKA 5% S :
OO P! &y
October 1, 2004 v X ¥ B 5
ctober 1, 09\ x.s«/ ‘3 ;P/ 3 4/
e \}\ p

Gary Buehler, Director §< < w dDJJ>

Office of Generic Drugs \%’3 w 7 .

Center for Drug Evaiuation and Research ' ' VT

UC;] Food and Drug Administration W JQ,&‘TDI HE{JE!‘ \;&‘)

Central Document Room % OCT ¢ 1 Z004

7500 Standish Place _
Room East 150 OGD/GUFR
Rockville, MD 20855 . :

Major Amendment |

New Strength of Product |

Reference: Abrika Pharmaceuticals LLLP {\f{ o~
Bupropion Hydrochloride Extended-Release Tablets
ANDA 77-285

Dear Mr. Buehler:

Abrika Pharmaceuticals LLLP is submitting a major amendment to the above reference
ANDA pursuant to 21 CFR §314.60. This amendment is being submitted to request
FDA approval for an additional strength for Bupropion Hydrochloride Extended-
Release Tablets, ANDA 77-285. The original ANDA for Bupropion Hydrochloride
Extended-Release Tablets was submitted on September 23, 2004 and included the

150 mg strength. This amendment is being filed to add the 300 mg strength.

For ease of review both 150 mg and 300 mg side-by-side iabeling comparisons and the
proposed labeling have been included in this amendment. Please disregard the labeling
information previously submitted in the original ANDA.

There have been no changes to the analytical methods used in support of the
apnlication.

A bicwaiver is being requested [or the 300 mg strength, so no clinical data is being
submitted with this amendment .

The enclosed ANDA consists of two (2) volumes. Abrika Pharmaceuticals is filing an
archival copy (in blue folders) that contains all the information required in the ANDA,
a technical review copy (in red folders) containing all the information in the archival
copy with the “exception of the bioequivalence section (Section V1.), and a
bioequivalence review copy (in orange folders) containing all information in the
archival copy from the beginning of the ANDA through Section VI
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We certify that, concurrently with filing this ANDA, a true copy of the technical
sections of the ANDA (including a copy of the Form FDA 356h and a certification that
the contents are a true copy of those filed with the Office of Generic Drugs) was sent
to our local district office. This field copy was contained in burgundy folders.

Please direct any written, telephone or fax communication regarding this application
to:

Monique Weitz, Associate Director

Abrika Pharmaceuticals LLLP

13800 N.W. 2™ Street, Suite 190

Sunrise, Florida 33325

Telephone: 954-313-6600 Fax: 954-315-6601

Thank you.
Sincerely,
Monique Weitz, Head of Regulatory

Abrika Pharmaceuticals LLLP

Enclosure: Executive Summary
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Re: Abrika Pharmaceuticals LLLP - Abbreviated New Drug Application
for Bupropion Hydrochloride Extended-Release Tablets, 150 mg
Original Submission

Dear Sir/Madam:

Abrika Pharmaceuticals LLLP is submitting this original abbreviated new drug application
(ANDA), pursuant to Section 505(j) of the Federal Food, Drug and Cosmetic Act, seeking
approval to market Abrika Pharmaceuticals’ Bupropion Hydrochloride Extended-Release
Tablets, 150 mg. Abrika Pharmaceuticals’ Bupropion Hydrochloride Extended-Release Tablets,
150 mg is bioequivalent to the approved, reference listed drug, Wellbutrin XL (bupropion
hydrochloride extended-release tablets) 150 mg, the subject of NDA No. 21-515, held by
GlaxoSmithkline, Research Triangle Park, North Carolina 27709.

Two bioequivalence studies were performed in support of this ANDA. One study was designed
as a randomized, single-dose, two-way crossover study under fasting conditions. The other
study was designed as a randomized, single-dose, two-way crossover study under fed
conditions. Both studies were managed on behalf of Abrika Pharmaceuticals by —— (4}

~— . The studies were conducted by one principal investigator at a single site in
the United States. The study reports and supporting documentation, are contained in the
bioequivalence section (Section VI) of this application. The SAS Data Set diskettes (one for
each study) are located at the front of the first binder for Sectlon VI for both the Archival (blue)
and Review (orange) coples

The enclosed ANDA consists of twenty-nine (29) volumes. Abrika Pharmaceuticals is filing an
archival copy (in blue folders) that contains all the information required in the ANDA, a
technical review copy (in red folders) containing all the information in the archival copy with the
exception of the bioequivalence section (Section VL), and a bioequivalence review copy (in

- orange folders) containing all information in the archival copy from the beginning of the ANDA
through Section VIL
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Although the drug substance, Bupropion Hydrochloride, is an USP compendial article, Abrika
Pharmaceuticals is proposing an alternative method for determination of the impurity, & h(4)

""" Abrika believes that this proposed HPLC method provides increased
assurance for the purity of the drug substance. Additionally, the finished drug product that is the
subject of this ANDA, Bupropion Hydrochloride Extended-Release Tablets (QD) is a non-USP
article. Therefore, pursuant to FDA’s February 1999, Guidance for Industry, “Organization of
an ANDA”, Abrika Pharmaceuticals is submitting two additional separately bound copies of the
Analytical Methods validation package (Section XV) for the proposed alternative analytical
method and the non-compendial finished drug product. The package includes specifications,
methods, and methods validation data for the drug substance and finished drug product. The
specifications and methods are the same as those submitted in the ANDA. The package consists
of pages copied from the original ANDA: 1) specifications and analytical methods for the drug
substance, 2) specifications and analytical methods for the finished drug product, 3) methods
validation data for the drug substance and finished drug product. The two separately bound
copies are contained in red folders clearly marked as to contents.

Abrika Pharmaceuticals commits to resolving any issues identified in the methods validation
process after approval.

We certify that, concurrently with filing this ANDA, a true copy of the technical sections of the
ANDA (including a copy of the Form FDA 356h and a certification that the contents are a true
copy of those filed with the Office of Generic Drugs) was sent to our local district office. This
field copy was contained in burgundy folders.

Please direct any written, telephone or fax communication regarding this application to:
Monique Weitz, Associate Director
Abrika Pharmaceuticals LLLP
13800 N.W. 2" Street, Suite 190
Sunrise, Florida 33325
Telephone: 954-313-6600 Fax: 954-315-6601
Thank you.
Sincerely,
Monique Weitz, Head of Regulatory
Abrika Pharmaceuticals LLLP

Enclosure: Executive Summary



