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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

ANDA 77-873

APPROVAL LETTER

DEPARTMENT OF HEALTH & HUMAN SERVICES
Food and Drug Administration
Rockville, MD 20857

ANDA 77-873

Mylan Pharmaceuticals, Inc.
Attention: S. Wayne Talton
Vice President, Regulatory Affairs
781 Chestnut Ridge Road
P.O. Box 4310
Morgantown, WV 26504-4310

Dear Sir:
This is in reference to your abbreviated new drug application
(ANDA) dated September 9, 2005, submitted pursuant to section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Paroxetine Hydrochloride Extended-release Tablets, 12.5 mg
(base) and 25 mg (base).
Reference is also made to the tentative approval letter issued
by this office on May 30, 2007, and to your amendments dated
February 15, 2006; and June 11, June 20, and June 27, 2007.
We have completed the review of this ANDA and have concluded
that adequate information has been provided to demonstrate that
the drug is safe and effective for use as recommended in the
submitted labeling. Accordingly the ANDA is approved, effective
on the date of this letter. The Division of Bioequivalence has
determined your Paroxetine Hydrochloride Extended-release
Tablets, 12.5 mg (base) and 25 mg (base), to be bioequivalent
and, therefore, therapeutically equivalent to the reference
listed drug (RLD), Paxil CR Extended-release Tablets, 12.5 mg
(base) and 25 mg (base), respectively, of GlaxoSmithKline (GSK).
Your dissolution testing should be incorporated into the
stability and quality control program using the same method
proposed in your ANDA. The “interim” dissolution specifications
are as follows:
For the acid stage, dissolution testing should be conducted
for 2 hours in 750 mL of 0.1N HCl. For the buffer stage,
dissolution testing should be conducted for 12 hours in
0.05M tris buffer (pH 7.5). Temperature for both stages

should be 37ºC using USP apparatus I (basket) at 100 rpm.
Both strengths of the test product should meet the
following “interim” specifications:
Time (hours)
Acid Stage

2

Buffer Stage

2

Percent Dissolved
NMT

(b) (4)

(b) (4)

4
12

NLT

(b) (4)

The “interim” dissolution tests and tolerances should be
finalized by submitting dissolution data from the first three
production size batches. These data should be submitted as a
“Special Supplement – Changes Being Effected” if there are no
revisions to be proposed to the “interim” specifications, of if
the final specifications are tighter than the “interim”
specifications. In all other instances, these data should be
submitted in the form of a Prior Approval Supplement.
The RLD upon which you have based your ANDA, GSK’s Paxil CR
Extended-release Tablets, 12.5 mg (base) and 25 mg (base), is
subject to periods of patent protection. The following patents
and expiration dates (with pediatric exclusivity added) are
currently listed in the agency’s publication titled Approved
Drug Products with Therapeutic Equivalence Evaluations (the
“Orange Book”) for this drug product:
Expiration Date

U.S. Patent Number
4,721,723
5,422,123
5,789,449
5,872,132
5,900,423
6,121,291
6,133,289
6,548,084
7,229,640

(the
(the
(the
(the
(the
(the
(the
(the
(the

'723
'123
'449
'132
'423
'291
'289
'084
‘640

patent)
patent)
patent)
patent)
patent)
patent)
patent)
patent)
patent)

June 29, 2007
December 6, 2012
July 6, 2009
November 19, 2015
November 19, 2015
September 17, 2017
November 19, 2015
January 19, 2017
July 19, 2016

With respect to the '123, '132, '423, '291, '289, and '084
patents, your ANDA contains paragraph IV certifications under
section 505(j)(2)(A)(vii)(IV) of the Act stating that each
patent is invalid, unenforceable, or will not be infringed by
your manufacture, use, or sale of Paroxetine Hydrochloride
Extended-release Tablets 12.5 mg (base) and 25 mg (base), 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 Mylan Pharmaceuticals, Inc.
(Mylan) for infringement of one or more of these patents that
were the subjects of the paragraph IV certifications. You have
notified the agency that Mylan complied with the requirements of
section 505(j)(2)(B) of the Act, and that no action for
infringement was brought against Mylan within the statutory 45day period, which action would have resulted in a 30-month stay
of approval under section 505(j)(5)(B)(iii).
With respect to the ‘640 patent, your ANDA contains a paragraph
IV certification stating that the patent is invalid,
unenforceable, or will not be infringed by your manufacture,
use, or sale of Paroxetine Hydrochloride Extended-release
Tablets 12.5 mg (base) and 25 mg (base), under this ANDA. You
have notified the agency that Mylan complied with the
requirements of section 505(j)(2)(B) of the Act. The agency
recognizes that, under the Act (as amended in 2003 by the
Medicare Prescription Drug, Improvement and Modernization Act)
no 30-month of approval stay can arise from this certification
and, therefore, the ‘640 patent does not present a barrier to
approval of this ANDA at this time.
With respect to the '449 patent, your ANDA contains a statement
under section 505(j)(2)(A)(viii) of the Act indicating that this
is a method of use patent, and that it does not claim any
indication for which you are seeking approval under your ANDA.
With respect to the ‘723 patent, your ANDA contains a paragraph
III certification under section 505(j)(2)(A)(vii)(III) of the
Act stating that Mylan will not market Paroxetine Hydrochloride
Extended-release tablets, 12.5 mg (base) and 25 mg (base), prior
to the expiration of this patent. The agency recognizes that
the pediatric exclusivity period attaching to the ‘723 patent
expired on June 29, 2007.
With respect to 180-day generic drug exclusivity, the agency has
concluded that Mylan was the first applicant to submit a
substantially complete ANDA with a paragraph IV certification
for Paroxetine Hydrochloride Extended-release Tablets 12.5 mg

(base) and 25 mg (base). Therefore, with this approval, Mylan
is eligible for 180 days of generic drug exclusivity for
Paroxetine Hydrochloride Extended-release Tablets 12.5 mg (base)
and 25 mg (base). This exclusivity, which is provided for under
section 505(j)(5)(B)(iv) of the Act, will begin to run from the
date of the commercial marketing identified in section
505(j)(5)(B)(iv). Please submit correspondence to this ANDA
informing the agency of the date the exclusivity begins to run.
Under section 506A of the Act, certain changes in the conditions
described in this ANDA require an approved supplemental
application before the change may be made.
Postmarketing reporting requirements for this ANDA 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 this
drug.
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.
Sincerely yours,
{See appended electronic signature page}

Gary Buehler
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Robert L. West
6/29/2007 09:55:16 AM
for Gary Buehler
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TENTATIVE APPROVAL LETTER

DEPARTMENT OF HEALTH & HUMAN SERVICES
Food and Drug Administration
Rockville, MD 20857

ANDA 77-873

Mylan Pharmaceuticals, Inc.
Attention: S. Wayne Talton
Vice President, Regulatory Affairs
781 Chestnut Ridge Road
P.O. Box 4310
Morgantown, WV 26504

Dear Sir:
This is in reference to your abbreviated new drug application
(ANDA) dated September 9, 2005, submitted pursuant to section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Paroxetine Hydrochloride Extended-release tablets, 12.5 mg
and 25 mg.
Reference is also made to your amendments dated November 8,
2005; March 10, April 13, June 9, and August 1, 2006; and
February 16, 2007.
We have completed the review of this ANDA, and based upon the
information you have presented to date we have concluded that
the drug is safe and effective for use as recommended in the
submitted labeling. However, we are unable to grant final
approval to your ANDA at this time because of the patent issue
noted below. Therefore, the ANDA is tentatively approved. This
determination is based upon information available to the agency
at this time (i.e., information in your ANDA and the status of
current good manufacturing practices (cGMPs) of the facilities
used in the manufacturing and testing of the drug product) and
is therefore subject to change on the basis of new information
that may come to our attention. This letter does not address
issues related to the 180-day exclusivity provisions under
section 505(j)(5)(B)(iv) of the Act.
The reference listed drug (RLD) upon which you have based your
ANDA, Paxil CR, 12.5 mg and 25 mg, of GlaxoSmithKline, is
subject to periods of patent protection. The following
unexpired patents and expiration dates (with pediatric
exclusivity added) are currently listed in the agency’s

publication titled Approved Drug Products with Therapeutic
Equivalence Evaluations (the “Orange Book”):
Expiration Date

U.S. Patent Number
4,721,723
5,422,123
5,789,499
5,872,132
5,900,423
6,121,291
6,133,289
6,548,084

(the
(the
(the
(the
(the
(the
(the
(the

'723
'123
'499
'132
'423
'291
'289
'084

patent)
patent)
patent)
patent)
patent)
patent)
patent)
patent)

June 29, 2007
December 6, 2012
July 6, 2009
November 19, 2015
November 19, 2015
September 17, 2017
November 19, 2015
January 19, 2017

With respect to the '123, '132, '423, '291, '289, and '084
patents, your ANDA contains paragraph IV certifications under
section 505(j)(2)(A)(vii)(IV) of the Act stating that each
patent is invalid, unenforceable, or will not be infringed by
your manufacture, use, or sale of Paroxetine Hydrochloride
Extended-release tablets 12.5 and 25 mg, 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 is
brought against Mylan Pharmaceuticals, Inc. (Mylan) for
infringement of one or more of the patents that were the
subjects of the paragraph IV certifications. You have notified
the agency that Mylan complied with the requirements of section
505(j)(2)(B) of the Act, and that no action for infringement was
brought against Mylan within the statutory 45-day period, which
action would have resulted in a 30-month stay of approval under
section 505(j)(5)(B)(iii).
With respect to the '499 patent, your ANDA contains a statement
under section 505(j)(2)(A)(viii) of the Act indicating that this
is a method of use patent that does not claim any indication for
which you are seeking approval under your ANDA.
With respect to the ‘723 patent, your ANDA contains a paragraph
III certification under section 505(j)(2)(A)(vii)(III) of the
Act stating that Mylan will not market Paroxetine Hydrochloride
Extended-release tablets, 12.5 and 25 mg, prior to the
expiration of this patent. Therefore, final approval of your
ANDA may not be made effective pursuant to section
505(j)(5)(B)(ii) of the Act until the ‘723 patent has expired,
currently June 29, 2007 (with pediatric exclusivity added).
To reactivate your ANDA prior to final approval, please submit a
“MINOR AMENDMENT – FINAL APPROVAL REQUESTED” 90 days prior to

the date you believe that your ANDA will be eligible for final
approval. This amendment should provide the legal/regulatory
basis for your request for final approval and should include a
copy of a court decision, or a settlement or licensing
agreement, as appropriate. It should also identify changes, if
any, in the conditions under which the ANDA was tentatively
approved, i.e., updated information such as final-printed
labeling, chemistry, manufacturing, and controls data as
appropriate. This amendment should be submitted even if none of
these changes were made, and it should be designated clearly in
your cover letter as a MINOR AMENDMENT – FINAL APPROVAL
REQUESTED.
In addition to the amendment requested above, the agency may
request at any time prior to the date of final approval that you
submit an additional amendment containing the requested
information. Failure to submit either or, if requested, both
amendments may result in rescission of the tentative approval
status of your ANDA, or may result in a delay in the issuance of
the final approval letter.
Any significant changes in the conditions outlined in this ANDA
as well as changes in the status of the manufacturing and
testing facilities' compliance with current good manufacturing
practices (cGMPs) are subject to agency review before final
approval of the application will be made. Such changes should
be categorized as representing either “major” or “minor”
changes, and they will be reviewed according to OGD policy in
effect at the time of receipt. The submission of multiple
amendments prior to final approval may also result in a delay in
the issuance of the final approval letter.
This drug product may not be marketed without final agency
approval under section 505 of the Act. The introduction or
delivery for introduction into interstate commerce of this drug
product before the final approval date is prohibited under
section 301 of the Act. Also, until the agency issues the final
approval letter, this drug product will not be deemed approved
for marketing under section 505 of the Act, and will not be
listed in the “Orange Book.” Should you believe that there are
grounds for issuing the final approval letter prior to June 29,
2007, you should amend your ANDA accordingly.

For further information on the status of this ANDA or upon
submitting an amendment to the ANDA, please contact Thomas
Hinchliffe, Project Manager, at 301-827-5848.

Sincerely yours,
{See appended electronic signature page}

Gary Buehler
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Robert L. West
5/30/2007 08:50:55 AM
for Gary Buehler
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LABELING

paroxetine hydrochloride, 17% of paroxetine-treated patients (approximately 700)
were 65 years or older. Pharmacokinetic studies revealed a decreased clearance in the
elderly, and a lower starting dose is recommended; there were, however, no overall
differences in the adverse event profile between elderly and younger patients, and
effectiveness was similar in younger and older patients (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
In a controlled study focusing specifically on elderly patients with major depressive disorder, paroxetine hydrochloride extended-release tablets were demonstrated
to be safe and effective in the treatment of elderly patients (> 60 years) with major
depressive disorder. (See CLINICAL PHARMACOLOGY: Clinical Trials and ADVERSE
REACTIONS: Table 3.)
ADVERSE REACTIONS: The information included under the “Adverse Findings Observed in Short-Term, Placebo-Controlled Trials with Paroxetine Hydrochloride Extended-Release Tablets” subsection of ADVERSE REACTIONS is based on data from
eleven placebo-controlled clinical trials. Three of these studies were conducted in
patients with major depressive disorder, three studies were done in patients with panic
disorder and one study was conducted in patients with social anxiety disorder. Two of
the studies in major depressive disorder, which enrolled patients in the age range 18
to 65 years, are pooled. Information from a third study of major depressive disorder,
which focused on elderly patients (60 to 88 years), is presented separately as is the
information from the panic disorder studies. Information on additional adverse events
associated with paroxetine hydrochloride extended-release tablet and the immediaterelease formulation of paroxetine hydrochloride is included in a separate subsection
(see Other Events Observed During the Clinical Development of Paroxetine).
Adverse Findings Observed in Short-Term, Placebo-Controlled Trials With Paroxetine Hydrochloride Extended-Release Tablets: Adverse Events Associated With
Discontinuation of Treatment: Major Depressive Disorder: Ten percent (21/212) of
patients treated with paroxetine hydrochloride extended-release tablets discontinued
treatment due to an adverse event in a pool of two studies of patients with major
depressive disorder. The most common events (≥ 1%) associated with discontinuation and considered to be drug-related (i.e., those events associated with dropout at
a rate approximately twice or greater for paroxetine hydrochloride extended-release
tablets compared to placebo) included the following:
Paroxetine Hydrochloride
Extended-Release Tablets
Placebo
(n = 212)
(n = 211)
Nausea
3.7%
0.5%
Asthenia
1.9%
0.5%
Dizziness
1.4%
0.0%
Somnolence
1.4%
0.0%
In a placebo-controlled study of elderly patients with major depressive disorder,
13% (13/104) of patients treated with paroxetine hydrochloride extended-release
tablets discontinued due to an adverse event. Events meeting the above criteria
included the following:
Paroxetine Hydrochloride
Extended-Release Tablets
Placebo
(n = 104)
(n = 109)
Nausea
2.9%
0.0%
Headache
1.9%
0.9%
Depression
1.9%
0.0%
LFT’s abnormal
1.9%
0.0%
Panic Disorder: Eleven percent (50/444) of patients treated with paroxetine hydrochloride extended-release tablets in panic disorder studies discontinued treatment
due to an adverse event. Events meeting the above criteria included the following:
Paroxetine Hydrochloride
Extended-Release Tablets
Placebo
(n = 444)
(n = 445)
Nausea
2.9%
0.4%
Insomnia
1.8%
0.0%
Headache
1.4%
0.2%
Asthenia
1.1%
0.0%
Social Anxiety Disorder: Three percent (5/186) of patients treated with paroxetine
hydrochloride extended-release tablets in the social anxiety disorder study discontinued treatment due to an adverse event. Events meeting the above criteria included
the following:
Paroxetine Hydrochloride
Extended-Release Tablets
Placebo
(n = 186)
(n = 184)
Nausea
2.2%
0.5%
Headache
1.6%
0.5%
Diarrhea
1.1%
0.5%
Commonly Observed Adverse Events: Major Depressive Disorder: The most commonly observed adverse events associated with the use of paroxetine hydrochloride
extended-release tablets in a pool of two trials (incidence of 5% or greater and incidence for paroxetine hydrochloride extended-release tablets at least twice that for
placebo, derived from Table 2) were: Abnormal ejaculation, abnormal vision, constipation, decreased libido, diarrhea, dizziness, female genital disorders, nausea, somnolence, sweating, trauma, tremor, and yawning.
Using the same criteria, the adverse events associated with the use of paroxetine
hydrochloride extended-release tablets in a study of elderly patients with major
depressive disorder were: Abnormal ejaculation, constipation, decreased appetite,
dry mouth, impotence, infection, libido decreased, sweating, and tremor.
Panic Disorder: In the pool of panic disorder studies, the adverse events meeting
these criteria were: Abnormal ejaculation, somnolence, impotence, libido decreased,
tremor, sweating, and female genital disorders (generally anorgasmia or difficulty
achieving orgasm).
Social Anxiety Disorder: In the social anxiety disorder study, the adverse events
meeting these criteria were: Nausea, asthenia, abnormal ejaculation, sweating, somnolence, impotence, insomnia, and libido decreased.
Incidence in Controlled Clinical Trials: Table 2 enumerates adverse events that occurred at an incidence of 1% or more among patients treated with paroxetine hydrochloride extended-release tablets, aged 18 to 65, who participated in two short-term
(12 week) placebo-controlled trials in major depressive disorder in which patients
were dosed in a range of 25 mg to 62.5 mg/day. Table 3 enumerates adverse events
reported at an incidence of 5% or greater among elderly patients (ages 60 to 88)
treated with paroxetine hydrochloride extended-release tablets who participated in a
short-term (12 week) placebo-controlled trial in major depressive disorder in which
patients were dosed in a range of 12.5 mg to 50 mg/day. Table 4 enumerates adverse
events reported at an incidence of 1% or greater among patients (19 to 72 years)
treated with paroxetine hydrochloride extended-release tablets who participated in
short-term (10 week) placebo-controlled trials in panic disorder in which patients
were dosed in a range of 12.5 mg to 75 mg/day. Table 5 enumerates adverse events
reported at an incidence of 1% or greater among adult patients treated with paroxetine hydrochloride extended-release tablets who participated in a short-term (12
week), double-blind, placebo-controlled trial in social anxiety disorder in which
patients were dosed in a range of 12.5 to 37.5 mg/day.
The prescriber should be aware that these figures cannot be used to predict the
incidence of side effects in the course of usual medical practice where patient characteristics and other factors differ from those that prevailed in the clinical trials.
Similarly, the cited frequencies cannot be compared with figures obtained from other
clinical investigations involving different treatments, uses, and investigators. The
cited figures, however, do provide the prescribing physician with some basis for estimating the relative contribution of drug and nondrug factors to the side effect incidence rate in the population studied.
Table 2. Treatment Emergent Adverse Events Occurring in ≥ 1% of Patients Treated
with Paroxetine Hydrochloride Extended-Release Tablets in a Pool of Two Studies
in Major Depressive Disorder1,2
% Reporting Event
Paroxetine Hydrochloride
Body System/Adverse Event
Extended-Release Tablets
Placebo
(n = 212)
(n = 211)
Body as a Whole
Headache
27%
20%
Asthenia
14%
9%
Infection3
8%
5%
Abdominal Pain
7%
4%
Back Pain
5%
3%
Trauma4
5%
1%
Pain5
3%
1%
Allergic Reaction6
2%
1%
Cardiovascular System
Tachycardia
1%
0%
Vasodilatation7
2%
0%
Digestive System
Nausea
22%
10%
Diarrhea
18%
7%
Dry Mouth
15%
8%
Constipation
10%
4%
Flatulence
6%
4%
Decreased Appetite
4%
2%
Vomiting
2%
1%
continued

Table 2. Treatment Emergent Adverse Events Occurring in ≥ 1% of Patients Treated
with Paroxetine Hydrochloride Extended-Release Tablets in a Pool of Two Studies
in Major Depressive Disorder1,2
% Reporting Event
Paroxetine Hydrochloride
Body System/Adverse Event
Extended-Release Tablets
Placebo
(n = 212)
(n = 211)
Nervous System
Somnolence
22%
8%
Insomnia
17%
9%
Dizziness
14%
4%
Libido Decreased
7%
3%
Tremor
7%
1%
Hypertonia
3%
1%
Paresthesia
3%
1%
Agitation
2%
1%
Confusion
1%
0%
Respiratory System
Yawn
5%
0%
Rhinitis
4%
1%
Cough Increased
2%
1%
Bronchitis
1%
0%
Skin and Appendages
Sweating
6%
2%
Photosensitivity
2%
0%
Special Senses
Abnormal Vision8
5%
1%
Taste Perversion
2%
0%
Urogenital System
Abnormal Ejaculation9,10
26%
1%
Female Genital Disorder9,11
10%
< 1%
Impotence9
5%
3%
Urinary Tract Infection
3%
1%
9
Menstrual Disorder
2%
< 1%
Vaginitis9
2%
0%
1. Adverse events for which the paroxetine hydrochloride extended-release tablets reporting incidence
was less than or equal to the placebo incidence are not included. These events are: Abnormal
dreams, anxiety, arthralgia, depersonalization, dysmenorrhea, dyspepsia, hyperkinesia, increased
appetite, myalgia, nervousness, pharyngitis, purpura, rash, respiratory disorder, sinusitis, urinary
frequency, and weight gain.
2. < 1% means greater than zero and less than 1%.
3. Mostly flu.
4. A wide variety of injuries with no obvious pattern.
5. Pain in a variety of locations with no obvious pattern.
6. Most frequently seasonal allergic symptoms.
7. Usually flushing.
8. Mostly blurred vision.
9. Based on the number of males or females.
10. Mostly anorgasmia or delayed ejaculation.
11. Mostly anorgasmia or delayed orgasm.

Table 3. Treatment Emergent Adverse Events Occurring in ≥ 5% of Patients Treated
with Paroxetine Hydrochloride Extended-Release Tablets in a Study of Elderly
Patients with Major Depressive Disorder1,2
% Reporting Event
Paroxetine Hydrochloride
Body System/Adverse Event
Extended-Release Tablets
Placebo
(n = 104)
(n = 109)
Body as a Whole
Headache
17%
13%
Asthenia
15%
14%
Trauma
8%
5%
Infection
6%
2%
Digestive System
Dry Mouth
18%
7%
Diarrhea
15%
9%
Constipation
13%
5%
Dyspepsia
13%
10%
Decreased Appetite
12%
5%
Flatulence
8%
7%
Nervous System
Somnolence
21%
12%
Insomnia
10%
8%
Dizziness
9%
5%
Libido Decreased
8%
< 1%
Tremor
7%
0%
Skin and Appendages
Sweating
10%
< 1%
Urogenital System
Abnormal Ejaculation3,4
17%
3%
Impotence3
9%
3%
1. Adverse events for which the paroxetine hydrochloride extended-release tablets reporting incidence was less than or equal to the placebo incidence are not included. These events are nausea
and respiratory disorder.
2. < 1% means greater than zero and less than 1%.
3. Based on the number of males.
4. Mostly anorgasmia or delayed ejaculation.

Table 4. Treatment Emergent Adverse Events Occurring in ≥ 1% of Patients Treated
with Paroxetine Hydrochloride Extended-Release Tablets in a Pool of Three Panic
Disorder Studies1,2
% Reporting Event
Paroxetine Hydrochloride
Body System/Adverse Event
Extended-Release Tablets
Placebo
(n = 444)
(n = 445)
Body as a Whole
Asthenia
15%
10%
Abdominal Pain
6%
4%
3
Trauma
5%
4%
Cardiovascular System
Vasodilation4
3%
2%
Digestive System
Nausea
23%
17%
Dry Mouth
13%
9%
Diarrhea
12%
9%
Constipation
9%
6%
Decreased Appetite
8%
6%
Metabolic/Nutritional Disorders
Weight Loss
1%
0%
Musculoskeletal System
Myalgia
5%
3%
Nervous System
Insomnia
20%
11%
Somnolence
20%
9%
Libido Decreased
9%
4%
Nervousness
8%
7%
Tremor
8%
2%
Anxiety
5%
4%
Agitation
3%
2%
Hypertonia5
2%
< 1%
Myoclonus
2%
< 1%
Respiratory System
Sinusitis
8%
5%
Yawn
3%
0%
Skin and Appendages
Sweating
7%
2%
Special Senses
Abnormal Vision6
3%
< 1%
Urogenital System
Abnormal Ejaculation7,8
27%
3%
Impotence7
10%
1%
Female Genital Disorders9,10
7%
1%
Urinary Frequency
2%
< 1%
Urination Impaired
2%
< 1%
Vaginitis9
1%
< 1%
1. Adverse events for which the reporting rate for paroxetine hydrochloride extended-release tablets
was less than or equal to the placebo rate are not included. These events are: Abnormal dreams,
allergic reaction, back pain, bronchitis, chest pain, concentration impaired, confusion, cough increased, depression, dizziness, dysmenorrhea, dyspepsia, fever, flatulence, headache, increased appetite, infection, menstrual disorder, migraine, pain, paresthesia, pharyngitis, respiratory disorder,
rhinitis, tachycardia, taste perversion, thinking abnormal, urinary tract infection, and vomiting.
2. < 1% means greater than zero and less than 1%.
3. Various physical injuries.
4. Mostly flushing.
5. Mostly muscle tightness or stiffness.
6. Mostly blurred vision.

7.
8.
9.
10.

Based on the number of male patients.
Mostly anorgasmia or delayed ejaculation.
Based on the number of female patients.
Mostly anorgasmia or difficulty achieving orgasm.

Table 5. Treatment Emergent Adverse Effects Occurring in ≥ 1% of Patients Treated
with Paroxetine Hydrochloride Extended-Release Tablets in a Social Anxiety Disorder Study1,2
% Reporting Event
Paroxetine Hydrochloride
Body System/Adverse Event
Extended-Release Tablets
Placebo
(n = 186)
(n = 184)
Body as a Whole
Headache
23%
17%
Asthenia
18%
7%
Abdominal Pain
5%
4%
Back Pain
4%
1%
Trauma3
3%
< 1%
Allergic Reaction4
2%
< 1%
Chest Pain
1%
< 1%
Cardiovascular System
Hypertension
2%
0%
Migraine
2%
1%
Tachycardia
2%
1%
Digestive System
Nausea
22%
6%
Diarrhea
9%
8%
Constipation
5%
2%
Dry Mouth
3%
2%
Dyspepsia
2%
< 1%
Decreased Appetite
1%
< 1%
Tooth Disorder
1%
0%
Metabolic/Nutritional Disorders
Weight Gain
3%
1%
Weight Loss
1%
0%
Nervous System
Insomnia
9%
4%
Somnolence
9%
4%
Libido Decreased
8%
1%
Dizziness
7%
4%
Tremor
4%
2%
Anxiety
2%
1%
Concentration Impaired
2%
0%
Depression
2%
1%
Myoclonus
1%
< 1%
Paresthesia
1%
< 1%
Respiratory System
Yawn
2%
0%
Skin and Appendages
Sweating
14%
3%
Eczema
1%
0%
Special Senses
5
Abnormal Vision
2%
0%
Abnormality of Accommodation
2%
0%
Urogenital System
Abnormal Ejaculation6,7
15%
1%
Impotence6
9%
0%
Female Genital Disorders8,9
3%
0%
1. Adverse events for which the reporting rate for paroxetine hydrochloride extended-release tablets
was less than or equal to the placebo rate are not included. These events are: Dysmenorrhea, flatulence, gastroenteritis, hypertonia, infection, pain, pharyngitis, rash, respiratory disorder, rhinitis, and vomiting.
2. < 1% means greater than zero and less than 1%.
3. Various physical injuries.
4. Most frequently seasonal allergic symptoms.
5. Mostly blurred vision.
6. Based on the number of male patients.
7. Mostly anorgasmia or delayed ejaculation.
8. Based on the number of female patients.
9. Mostly anorgasmia or difficulty achieving orgasm.

A comparison of adverse event rates in a fixed dose study comparing immediaterelease paroxetine with placebo in the treatment of major depressive disorder
revealed a clear dose dependency for some of the more common adverse events associated with the use of immediate-release paroxetine.
Male and Female Sexual Dysfunction with SSRIs: Although changes in sexual desire,
sexual performance, and sexual satisfaction often occur as manifestations of a psychiatric disorder, they may also be a consequence of pharmacologic treatment. In particular, some evidence suggests that SSRIs can cause such untoward sexual experiences.
Reliable estimates of the incidence and severity of untoward experiences involving sexual desire, performance, and satisfaction are difficult to obtain; however, in
part because patients and physicians may be reluctant to discuss them. Accordingly,
estimates of the incidence of untoward sexual experience and performance cited in
product labeling, are likely to underestimate their actual incidence.
The percentage of patients reporting symptoms of sexual dysfunction in the pool
of two placebo-controlled trials in nonelderly patients with major depressive disorder,
in the pool of three placebo-controlled trials in patients with panic disorder, and in
the placebo-controlled trial in patients with social anxiety disorder, are as follows:
Major Depressive
Panic
Social Anxiety
Disorder
Disorder
Disorder
Paroxetine
Paroxetine
Paroxetine
HCl
HCl
HCl
ExtendedExtendedExtendedRelease
Release
Release
Tablets Placebo Tablets Placebo
Tablets Placebo
n (males)
78
78
162
194
88
97
Decreased Libido 10%
5%
9%
6%
13%
1%
Ejaculatory
Disturbance
26%
1%
27%
3%
15%
1%
Impotence
5%
3%
10%
1%
9%
0%
n (females)
134
133
282
251
98
87
Decreased Libido
4%
2%
8%
2%
4%
1%
Orgasmic
Disturbance
10%
<1%
7%
1%
3%
0%
There are no adequate, controlled studies examining sexual dysfunction with
paroxetine treatment.
Paroxetine treatment has been associated with several cases of priapism. In
those cases with a known outcome, patients recovered without sequelae.
While it is difficult to know the precise risk of sexual dysfunction associated with
the use of SSRIs, physicians should routinely inquire about such possible side effects.
Weight and Vital Sign Changes: Significant weight loss may be an undesirable result
of treatment with paroxetine for some patients but, on average, patients in controlled
trials with paroxetine hydrochloride extended-release tablet or the immediate-release
formulation, had minimal weight loss (about 1 pound). No significant changes in
vital signs (systolic and diastolic blood pressure, pulse, and temperature) were observed in patients treated with paroxetine hydrochloride extended-release tablets, or
immediate-release paroxetine hydrochloride, in controlled clinical trials.
ECG Changes: In an analysis of ECGs obtained in 682 patients treated with immediate-release paroxetine and 415 patients treated with placebo in controlled clinical
trials, no clinically significant changes were seen in the ECGs of either group.
Liver Function Tests: In a pool of two placebo-controlled clinical trials, patients
treated with paroxetine hydrochloride extended-release tablets or placebo exhibited
abnormal values on liver function tests at comparable rates. In particular, the
extended-release paroxetine versus placebo comparisons for alkaline phosphatase,
SGOT, SGPT, and bilirubin revealed no differences in the percentage of patients with
marked abnormalities.
In a study of elderly patients with major depressive disorder, 3 of 104 patients
treated with paroxetine hydrochloride extended-release tablets and none of 109 placebo patients experienced liver transaminase elevations of potential clinical concern.
Two of the patients treated with paroxetine hydrochloride extended-release tablets
dropped out of the study due to abnormal liver function tests; the third patient experienced normalization of transaminase levels with continued treatment. Also, in the pool
of three studies of patients with panic disorder, 4 of 444 patients treated with paroxetine hydrochloride extended-release tablets and none of 445 placebo patients experienced liver transaminase elevations of potential clinical concern. Elevations in all four
patients decreased substantially after discontinuation of paroxetine hydrochloride
extended-release tablets. The clinical significance of these findings is unknown.
In placebo-controlled clinical trials with the immediate-release formulation of

paroxetine, patients exhibited abnormal values on liver function tests at no greater
rate than that seen in placebo-treated patients.
Hallucinations: In pooled clinical trials of immediate-release paroxetine hydrochloride, hallucinations were observed in 22 of 9,089 patients receiving drug and in 4 of
3,187 patients receiving placebo.
Other Events Observed During the Clinical Development of Paroxetine: The following adverse events were reported during the clinical development of paroxetine
hydrochloride extended-release tablet and/or the clinical development of the immediate-release formulation of paroxetine.
Adverse events for which frequencies are provided below occurred in clinical trials with the extended-release formulation of paroxetine. During its premarketing
assessment in major depressive disorder, panic disorder and social anxiety disorder,
multiple doses of paroxetine hydrochloride extended-release tablets were administered to 1,627 patients in phase three double-blind, controlled, outpatient studies.
Untoward events associated with this exposure were recorded by clinical investigators using terminology of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of individuals experiencing adverse
events without first grouping similar types of untoward events into a smaller number
of standardized event categories.
In the tabulations that follow, reported adverse events were classified using a
COSTART based dictionary. The frequencies presented, therefore, represent the proportion of the 1,627 patients exposed to paroxetine hydrochloride extended-release
tablets who experienced an event of the type cited on at least one occasion while
receiving paroxetine hydrochloride extended-release tablets. All reported events are
included except those already listed in Tables one through four and those events
where a drug cause was remote. If the COSTART term for an event was so general as
to be uninformative, it was deleted or, when possible, replaced with a more informative term. It is important to emphasize that although the events reported occurred
during treatment with paroxetine, they were not necessarily caused by it.
Events are further categorized by body system and listed in order of decreasing
frequency according to the following definitions: Frequent adverse events are those
occurring on one or more occasions in at least 1/100 patients (only those not already
listed in the tabulated results from placebo-controlled trials appear in this listing);
infrequent adverse events are those occurring in 1/100 to 1/1,000 patients; rare
events are those occurring in fewer than 1/1,000 patients.
Adverse events for which frequencies are not provided occurred during the premarketing assessment of immediate-release paroxetine in phase two and three studies of
major depressive disorder, obsessive compulsive disorder, panic disorder, social anxiety disorder, generalized anxiety disorder, and posttraumatic stress disorder. The conditions and duration of exposure to immediate-release paroxetine varied greatly and
included (in overlapping categories) open and double-blind studies, uncontrolled and
controlled studies, inpatient and outpatient studies, and fixed dose and titration studies. Only those events not previously listed for extended-release paroxetine are included. The extent to which these events may be associated with paroxetine hydrochloride
extended-release tablets is unknown.
Events are listed alphabetically within the respective body system. Events of
major clinical importance are also described in the PRECAUTIONS section.
Body as a Whole: Infrequent were chills, face edema, fever, flu syndrome, malaise;
rare were abscess, anaphylactoid reaction, anticholinergic syndrome, hypothermia;
also observed were adrenergic syndrome, neck rigidity, sepsis.
Cardiovascular System: Infrequent were angina pectoris, bradycardia, hematoma,
hypertension, hypotension, palpitation, postural hypotension, supraventricular tachycardia, syncope; rare were bundle branch block; also observed were arrhythmia nodal,
atrial fibrillation, cerebrovascular accident, congestive heart failure, low cardiac output, myocardial infarct, myocardial ischemia, pallor, phlebitis, pulmonary embolus,
supraventricular extrasystoles, thrombophlebitis, thrombosis, vascular headache,
ventricular extrasystoles.
Digestive System: Infrequent were bruxism, dysphagia, eructation, gastritis, gastroenteritis, gastroesophageal reflux, gingivitis, hemorrhoids, liver function test abnormal, melena, pancreatitis, rectal hemorrhage, toothache, ulcerative stomatitis;
rare were colitis, glossitis, gum hyperplasia, hepatosplenomegaly, increased salivation, intestinal obstruction, peptic ulcer, stomach ulcer, throat tightness; also observed were aphthous stomatitis, bloody diarrhea, bulimia, cardiospasm, cholelithiasis, duodenitis, enteritis, esophagitis, fecal impactions, fecal incontinence, gum hemorrhage, hematemesis, hepatitis, ileitis, ileus, jaundice, mouth ulceration, salivary
gland enlargement, sialadenitis, stomatitis, tongue discoloration, tongue edema.
Endocrine System: Infrequent were ovarian cyst, testes pain; rare were diabetes mellitus, hyperthyroidism; also observed were goiter, hypothyroidism, thyroiditis.
Hemic and Lymphatic System: Infrequent were anemia, eosinophilia, hypochromic
anemia, leukocytosis, leukopenia, lymphadenopathy, purpura; rare were thrombocytopenia; also observed were anisocytosis, basophilia, bleeding time increased, lymphedema, lymphocytosis, lymphopenia, microcytic anemia, monocytosis, normocytic
anemia, thrombocythemia.
Metabolic and Nutritional Disorders: Infrequent were generalized edema, hyperglycemia, hypokalemia, peripheral edema, SGOT increased, SGPT increased, thirst;
rare were bilirubinemia, dehydration, hyperkalemia, obesity; also observed were alkaline phosphatase increased, BUN increased, creatinine phosphokinase increased,
gamma globulins increased, gout, hypercalcemia, hypercholesteremia, hyperphosphatemia, hypocalcemia, hypoglycemia, hyponatremia, ketosis, lactic dehydrogenase
increased, nonprotein nitrogen (NPN) increased.
Musculoskeletal System: Infrequent were arthritis, bursitis, tendonitis; rare were
myasthenia, myopathy, myositis; also observed were generalized spasm, osteoporosis, tenosynovitis, tetany.
Nervous System: Frequent were depression; infrequent were amnesia, convulsion,
depersonalization, dystonia, emotional lability, hallucinations, hyperkinesia, hypesthesia, hypokinesia, incoordination, libido increased, neuralgia, neuropathy, nystagmus, paralysis, vertigo; rare were ataxia, coma, diplopia, dyskinesia, hostility, paranoid reaction, torticollis, withdrawal syndrome; also observed were abnormal gait,
akathisia, akinesia, aphasia, choreoathetosis, circumoral paresthesia, delirium, delusions, dysarthria, euphoria, extrapyramidal syndrome, fasciculations, grand mal convulsion, hyperalgesia, irritability, manic reaction, manic-depressive reaction, meningitis, myelitis, peripheral neuritis, psychosis, psychotic depression, reflexes decreased, reflexes increased, stupor, trismus.
Respiratory System: Frequent were pharyngitis; infrequent were asthma, dyspnea,
epistaxis, laryngitis, pneumonia; rare were stridor; also observed were dysphonia,
emphysema, hemoptysis, hiccups, hyperventilation, lung fibrosis, pulmonary edema,
respiratory flu, sputum increased.
Skin and Appendages: Frequent were rash; infrequent were acne, alopecia, dry skin,
eczema, pruritus, urticaria; rare were exfoliative dermatitis, furunculosis, pustular
rash, seborrhea; also observed were angioedema, ecchymosis, erythema multiforme,
erythema nodosum, hirsutism, maculopapular rash, skin discoloration, skin hypertrophy, skin ulcer, sweating decreased, vesiculobullous rash.
Special Senses: Infrequent were conjunctivitis, earache, keratoconjunctivitis, mydriasis, photophobia, retinal hemorrhage, tinnitus; rare were blepharitis, visual field defect;
also observed were amblyopia, anisocoria, blurred vision, cataract, conjunctival
edema, corneal ulcer, deafness, exophthalmos, glaucoma, hyperacusis, night blindness, parosmia, ptosis, taste loss.
Urogenital System: Frequent were dysmenorrhea*; infrequent were albuminuria,
amenorrhea*, breast pain*, cystitis, dysuria, prostatitis*, urinary retention; rare were
breast enlargement*, breast neoplasm*, female lactation, hematuria, kidney calculus, metrorrhagia*, nephritis, nocturia, pregnancy and puerperal disorders*, salpingitis, urinary incontinence, uterine fibroids enlarged*; also observed were breast
atrophy, ejaculatory disturbance, endometrial disorder, epididymitis, fibrocystic
breast, leukorrhea, mastitis, oliguria, polyuria, pyuria, urethritis, urinary casts, urinary urgency, urolith, uterine spasm, vaginal hemorrhage.
*Based on the number of men and women as appropriate.

Post-Marketing Reports: Voluntary reports of adverse events in patients taking immediate-release paroxetine hydrochloride that have been received since market introduction and not listed above that may have no causal relationship with the drug include
acute pancreatitis, elevated liver function tests (the most severe cases were deaths due
to liver necrosis, and grossly elevated transaminases associated with severe liver dysfunction), Guillain-Barré syndrome, toxic epidermal necrolysis, priapism, syndrome of
inappropriate ADH secretion, symptoms suggestive of prolactinemia and galactorrhea,
neuroleptic malignant syndrome like events, serotonin syndrome; extrapyramidal symptoms which have included akathisia, bradykinesia, cogwheel rigidity, dystonia, hypertonia, oculogyric crisis which has been associated with concomitant use of pimozide;
tremor and trismus; status epilepticus, acute renal failure, pulmonary hypertension,
allergic alveolitis, anaphylaxis, eclampsia, laryngismus, optic neuritis, porphyria, ventricular fibrillation, ventricular tachycardia (including Torsade de pointes), thrombocytopenia, hemolytic anemia, events related to impaired hematopoiesis (including aplastic anemia, pancytopenia, bone marrow aplasia, and agranulocytosis), and vasculitic
syndromes (such as Henoch-Schönlein purpura). There has been a case report of an elevated phenytoin level after 4 weeks of immediate-release paroxetine and phenytoin
coadministration. There has been a case report of severe hypotension when immediaterelease paroxetine was added to chronic metoprolol treatment.
DRUG ABUSE AND DEPENDENCE: Controlled Substance Class: Paroxetine hydrochloride is not a controlled substance.
Physical and Psychologic Dependence: Paroxetine hydrochloride extended-release
tablets have not been systematically studied in animals or humans for its potential
for abuse, tolerance or physical dependence. While the clinical trials did not reveal
any tendency for any drug seeking behavior, these observations were not systematic
and it is not possible to predict on the basis of this limited experience the extent to
which a CNS active drug will be misused, diverted, and/or abused once marketed.

Consequently, patients should be evaluated carefully for history of drug abuse, and
such patients should be observed closely for signs of misuse or abuse of paroxetine
hydrochloride extended-release tablets (e.g., development of tolerance, incrementations of dose, drug seeking behavior).
OVERDOSAGE: Human Experience: Since the introduction of immediate-release paroxetine hydrochloride in the United States, 342 spontaneous cases of deliberate or
accidental overdosage during paroxetine treatment have been reported worldwide
(circa 1999). These include overdoses with paroxetine alone and in combination with
other substances. Of these, 48 cases were fatal and of the fatalities, 17 appeared to
involve paroxetine alone. Eight fatal cases that documented the amount of paroxetine ingested were generally confounded by the ingestion of other drugs or alcohol or
the presence of significant comorbid conditions. Of 145 nonfatal cases with known
outcome, most recovered without sequelae. The largest known ingestion involved
2000 mg of paroxetine (33 times the maximum recommended daily dose) in a patient
who recovered.
Commonly reported adverse events associated with paroxetine overdosage include
somnolence, coma, nausea, tremor, tachycardia, confusion, vomiting, and dizziness.
Other notable signs and symptoms observed with overdoses involving paroxetine (alone
or with other substances) include mydriasis, convulsions (including status epilepticus),
ventricular dysrhythmias (including Torsade de pointes), hypertension, aggressive reactions, syncope, hypotension, stupor, bradycardia, dystonia, rhabdomyolysis, symptoms of hepatic dysfunction (including hepatic failure, hepatic necrosis, jaundice, hepatitis, and hepatic steatosis), serotonin syndrome, manic reactions, myoclonus, acute
renal failure, and urinary retention.
Overdosage Management: Treatment should consist of those general measures employed in the management of overdosage with any drugs effective in the treatment
of major depressive disorder.
Ensure an adequate airway, oxygenation, and ventilation. Monitor cardiac rhythm
and vital signs. General supportive and symptomatic measures are also recommended. Induction of emesis is not recommended. Gastric lavage with a large-bore orogastric tube with appropriate airway protection, if needed, may be indicated if performed soon after ingestion, or in symptomatic patients.
Activated charcoal should be administered. Due to the large volume of distribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion
are unlikely to be of benefit. No specific antidotes for paroxetine are known.
A specific caution involves patients taking or recently having taken paroxetine
who might ingest excessive quantities of a tricyclic antidepressant. In such a case,
accumulation of the parent tricyclic and an active metabolite may increase the possibility of clinically significant sequelae and extend the time needed for close medical observation (see PRECAUTIONS: Drug Interactions: Drugs Metabolized by
Cytochrome CPY2D6).
In managing overdosage, consider the possibility of multiple drug involvement.
The physician should consider contacting a poison control center for additional information on the treatment of any overdose. Telephone numbers for certified poison control centers are listed in the Physicians’ Desk Reference (PDR).
DOSAGE AND ADMINISTRATION: Major Depressive Disorder: Usual Initial Dosage:
Paroxetine hydrochloride extended-release tablets should be administered as a single daily dose, usually in the morning, with or without food. The recommended initial
dose is 25 mg/day. Patients were dosed in a range of 25 mg to 62.5 mg/day in the
clinical trials demonstrating the effectiveness of paroxetine hydrochloride extendedrelease tablets in the treatment of major depressive disorder. As with all drugs effective in the treatment of major depressive disorder, the full effect may be delayed.
Some patients not responding to a 25 mg dose may benefit from dose increases, in
12.5 mg/day increments, up to a maximum of 62.5 mg/day. Dose changes should
occur at intervals of at least one week.
Patients should be cautioned that paroxetine hydrochloride extended-release
tablets should not be chewed or crushed, and should be swallowed whole.
Maintenance Therapy: There is no body of evidence available to answer the question
of how long the patient treated with paroxetine hydrochloride extended-release tablets should remain on it. It is generally agreed that acute episodes of major depressive disorder require several months or longer of sustained pharmacologic therapy.
Whether the dose of an antidepressant needed to induce remission is identical to the
dose needed to maintain and/or sustain euthymia is unknown.
Systematic evaluation of the efficacy of immediate-release paroxetine hydrochloride has shown that efficacy is maintained for periods of up to one year with doses
that averaged about 30 mg, which corresponds to a 37.5 mg dose of paroxetine
hydrochloride extended-release tablets, based on relative bioavailability considerations (see CLINICAL PHARMACOLOGY: Pharmacokinetics).
Panic Disorder: Usual Initial Dosage: Paroxetine hydrochloride extended-release tablets should be administered as a single daily dose, usually in the morning. Patients
should be started on 12.5 mg/day. Dose changes should occur in 12.5 mg/day increments and at intervals of at least one week. Patients were dosed in a range of 12.5 to
75 mg/day in the clinical trials demonstrating the effectiveness of paroxetine hydrochloride extended-release tablets. The maximum dosage should not exceed 75 mg/day.
Patients should be cautioned that paroxetine hydrochloride extended-release tablets should not be chewed or crushed, and should be swallowed whole.
Maintenance Therapy: Long-term maintenance of efficacy with the immediaterelease formulation of paroxetine was demonstrated in a 3 month relapse prevention
trial. In this trial, patients with panic disorder assigned to immediate-release paroxetine demonstrated a lower relapse rate compared to patients on placebo. Panic disorder is a chronic condition, and it is reasonable to consider continuation for a responding patient. Dosage adjustments should be made to maintain the patient on
the lowest effective dosage, and patients should be periodically reassessed to determine the need for continued treatment.
Social Anxiety Disorder: Usual Initial Dosage: Paroxetine hydrochloride extendedrelease tablets should be administered as a single daily dose, usually in the morning, with or without food. The recommended initial dose is 12.5 mg/day. Patients were
dosed in a range of 12.5 mg to 37.5 mg/day in the clinical trial demonstrating the
effectiveness of paroxetine hydrochloride extended-release tablets in the treatment
of social anxiety disorder. If the dose is increased, this should occur at intervals of at
least one week, in increments of 12.5 mg/day, up to a maximum of 37.5 mg/day.
Patients should be cautioned that paroxetine hydrochloride extended-release
tablets should not be chewed or crushed, and should be swallowed whole.
Maintenance Therapy: There is no body of evidence available to answer the question
of how long the patient treated with paroxetine hydrochloride extended-release
tablets should remain on it. Although the efficacy of paroxetine hydrochloride extended-release tablets beyond 12 weeks of dosing has not been demonstrated in controlled clinical trials, social anxiety disorder is recognized as a chronic condition, and
it is reasonable to consider continuation of treatment for a responding patient.
Dosage adjustments should be made to maintain the patient on the lowest effective
dosage, and patients should be periodically reassessed to determine the need for
continued treatment.
Special Populations: Treatment of Pregnant Women During the Third Trimester:
Neonates exposed to paroxetine hydrochloride extended-release tablets and other
SSRIs or SNRIs, late in the third trimester have developed complications requiring
prolonged hospitalization, respiratory support, and tube feeding (see WARNINGS).
When treating pregnant women with paroxetine during the third trimester, the physician should carefully consider the potential risks and benefits of treatment. The physician may consider tapering paroxetine in the third trimester.
Dosage for Elderly or Debilitated Patients, and Patients with Severe Renal or
Hepatic Impairment: The recommended initial dose of paroxetine hydrochloride
extended-release tablets is 12.5 mg/day for elderly patients, debilitated patients,
and/or patients with severe renal or hepatic impairment. Increases may be made if
indicated. Dosage should not exceed 50 mg/day.
Switching Patients to or From a Monoamine Oxidase Inhibitor: At least 14 days
should elapse between discontinuation of an MAOI and initiation of therapy with
paroxetine hydrochloride extended-release tablets. Similarly, at least 14 days should
be allowed after stopping paroxetine hydrochloride extended-release tablets before
starting an MAOI.
Discontinuation of Treatment with Paroxetine Hydrochloride Extended-Release
Tablets: Symptoms associated with discontinuation of immediate-release paroxetine
hydrochloride or paroxetine hydrochloride extended-release tablets have been reported (see PRECAUTIONS). Patients should be monitored for these symptoms when discontinuing treatment, regardless of the indication for which paroxetine hydrochloride
extended-release tablets are being prescribed. A gradual reduction in the dose rather
than abrupt cessation is recommended whenever possible. If intolerable symptoms
occur following a decrease in the dose or upon discontinuation of treatment, then
resuming the previously prescribed dose may be considered. Subsequently, the physician may continue decreasing the dose but at a more gradual rate.
HOW SUPPLIED: Paroxetine Hydrochloride Extended-release Tablets are available as
12.5 mg and 25 mg tablets.
The 12.5 mg tablet is a white film-coated, round, unscored tablet with M over P3
imprinted in black ink on one side of the tablet and blank on the other side. They are
available as follows:
NDC 0378-2003-93
bottles of 30 tablets
NDC 0378-2003-01
bottles of 100 tablets
NDC 0378-2003-05
bottles of 500 tablets
The 25 mg tablet is a lavender film-coated, round, unscored tablet with M over

P4 imprinted in black ink on one side of the tablet and blank on the other side. They
are available as follows:
NDC 0378-2004-93
bottles of 30 tablets
NDC 0378-2004-01
bottles of 100 tablets
NDC 0378-2004-05
bottles of 500 tablets
Store at 20° to 25 °C (68° to 77°F). [See USP for Controlled Room Temperature.]
Dispense in a tight, light-resistant container as defined in the USP using a childresistant closure.
PHARMACIST: Dispense a Medication Guide with each prescription.
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Medication Guide
Antidepressant Medicines, Depression and other Serious Mental Illnesses,
and Suicidal Thoughts or Actions
Read the Medication Guide that comes with you or your family member’s antidepressant medicine. This Medication Guide is only about the risk of suicidal thoughts and
actions with antidepressant medicines. Talk to your, or your family member’s,
healthcare provider about:
• all risks and benefits of treatment with antidepressant medicines
• all treatment choices for depression or other serious mental illness
What is the most important information I should know about antidepressant 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 when the medicine is first
started.
2.
Depression and other serious mental illnesses are the most important
causes of suicidal thoughts and actions. Some people may have a particularly high risk of having suicidal thoughts or actions. These include people
who have (or have a family history of) bipolar illness also called manicdepressive illness) or suicidal thoughts or actions.
3.
How can I watch for and try to prevent suicidal thoughts and actions in
myself or a family member?
• Pay close attention to any changes, especially sudden changes, in mood,
behaviors, thoughts, or feelings. This is very important when an antidepressant medicine is first started or when the dose is changed.
• 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 anxiety
• feeling very agitated or restless
• panic attacks
• trouble sleeping (insomnia)

• new or worse irritability
• 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

What else do I 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 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 healthcare
provider about the side effects of the medicine prescribed for you or your family member.
•
Antidepressant medicines can interact with other medicines. Know all of the
medicines that you or your family member takes. Keep a list of all medicines
to show the healthcare provider. Do not start new medicines without first
checking with your healthcare provider.
•
Not all antidepressant medicines prescribed for children are FDA approved
for use in children. Talk to your child’s healthcare provider for more information.
This Medication Guide has been approved by the U.S. Food and Drug Administration
for all antidepressants.
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Medication Guide
Antidepressant Medicines, Depression and other
Serious Mental Illnesses, and Suicidal Thoughts or Actions
Read the Medication Guide that comes with your or your family member’s antidepressant medicine. This Medication Guide is only about the risk of suicidal thoughts
and actions with antidepressant medicines. Talk to your, or your family member’s,
healthcare provider about:
• all risks and benefits of treatment with antidepressant medicines
• all treatment choices for depression or other serious mental illness
What is the most important information I should know about antidepressant
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 when the medicine is first started.
2.Depression and other serious mental illnesses are the most important causes
of suicidal thoughts and actions. Some people may have a particularly high risk
of having suicidal thoughts or actions. These include people who have (or have a
family history of) bipolar illness (also called manic-depressive illness) or suicidal
thoughts or actions.
3.How can I watch for and try to prevent suicidal thoughts and actions in myself
or a family member?
• Pay close attention to any changes, especially sudden changes, in mood,
behaviors, thoughts, or feelings. This is very important when an antidepressant
medicine is first started or when the dose is changed.
• 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 anxiety
feeling very agitated or restless
panic attacks
trouble sleeping (insomnia)
new or worse irritability

• 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
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What else do I 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 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 healthcare
provider about the side effects of the medicine prescribed for you or your
family member.
• Antidepressant medicines can interact with other medicines. Know all of the
medicines that you or your family member takes. Keep a list of all medicines to
show the healthcare provider. Do not start new medicines without first checking
with your healthcare provider.
• Not all antidepressant medicines prescribed for children are FDA approved for
use in children. Talk to your child’s healthcare provider for more information.
This Medication Guide has been approved by the U.S. Food and Drug Administration
for all antidepressants.
Revised 5/2007

CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

ANDA 77-873

LABELING REVIEWS

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH
____________________________________________________________________________________
____________________________________________________________________________________
ANDA Number: 77-873
Date of Submission: August 1, 2006
Applicant's Name:

Mylan Pharmaceuticals Inc.

Established Name:
Paroxetine Hydrochloride Extended-Release Tablets, 12.5 mg and 25 mg
____________________________________________________________________________________
____________________________________________________________________________________
Labeling Deficiencies:

1. CONTAINER - 30s, 100s, 500s
a. Side panel, revise as follows; "Each extended-release tablet contains paroxetine hydrochloride
equivalent to xx mg of paroxetine."
b. Delete the statement, "

(b) (4)

."

2. INSERT/MEDICATION GUIDE
a. Clinical Pharmacology, Clinical Trials, Social Anxiety Disorder, delete last paragraph, "
(b) (4)
…"

(b) (4)

b. WARNINGS
(i) Add the following to appear after the subsection; Potential for Interaction With Monoamine
Oxidase Inhibitors;
Serotonin Syndrome
The development of a potentially life-threatening serotonin syndrome may occur with use of
paroxetine hydrochloride extended-release tablets, particularly with concomitant use of serotonergic
drugs (including triptans) and with drugs which impair metabolism of serotonin (including MAOIs).
Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations,
coma), autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular
aberrations (e.g., hyperreflexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea,
vomiting, diarrhea).
The concomitant use of paroxetine hydrochloride extended–release tablets with MAOIs intended to
treat depression is contraindicated (see CONTRAINDICATIONS and WARNINGS—Potential for
Interaction With Monoamine Oxidase Inhibitors). If concomitant use of paroxetine hydrochloride
extended-release tablets with a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted,
careful observation of the patient is advised, particularly during treatment initiation and dose increases
(see PRECAUTIONS—Drug Interactions).
The concomitant use of paroxetine hydrochloride extended-release tablets with serotonin precursors
(such as tryptophan) is not recommended (see PRECAUTIONS—Drug Interactions).
Potential Interaction With Thioridazine: Thioridazine administration alone produces prolongation of
the QTc interval, which is associated with serious ventricular arrhythmias, such as torsade de
pointes–type arrhythmias, and sudden death. This effect appears to be dose related.
An in vivo study suggests that drugs which inhibit CYP2D6, such as paroxetine, will elevate plasma
levels of thioridazine. Therefore, it is recommended that paroxetine not be used in combination with
thioridazine (see CONTRAINDICATIONS and PRECAUTIONS).

(ii) Nonteratogenic Effects, add the following as the second, third and fourth paragraphs;
Infants exposed to SSRIs in late pregnancy may have an increased risk for persistent pulmonary
hypertension of the newborn (PPHN). PPHN occurs in 1 – 2 per 1,000 live births in the general
population and is associated with substantial neonatal morbidity and mortality. In a retrospective
case-control study of 377 women whose infants were born with PPHN and 836 women whose
infants were born healthy, the risk for developing PPHN was approximately six-fold higher for infants

exposed to SSRIs after the 20th week of gestation compared to infants who had not been exposed
to antidepressants during pregnancy. There is currently no corroborative evidence regarding the risk
for PPHN following exposure to SSRIs in pregnancy; this is the first study that has investigated the
potential risk. The study did not include enough cases with exposure to individual SSRIs to
determine if all SSRIs posed similar levels of PPHN risk.
There have also been postmarketing reports of premature births in pregnant women exposed to
paroxetine or other SSRIs.
When treating a pregnant woman with paroxetine during the third trimester, the physician should
carefully consider both the potential risks and benefits of treatment (see DOSAGE AND
ADMINISTRATION). Physicians should note that in a prospective longitudinal study of 201 women
with a history of major depression who were euthymic at the beginning of pregnancy, women who
discontinued antidepressant medication during pregnancy were more likely to experience a relapse
of major depression than women who continued antidepressant medication.
c.

PRECAUTIONS
(i). Delete

(b) (4)

subsection.

(ii). Information for Patients, add the following as the first paragraph;
“Paroxetine hydrochloride extended-release tablets should not be chewed or crushed, and should
be swallowed whole.”
(b) (4)

(iii). Clinical Worsening and Suicide Risk, delete last paragraph, “
(b) (4)
”

(iv) Serotonergic Drugs, revise subsection as follows; “Based on the mechanism of action of
paroxetine hydrochloride and the potential for serotonin syndrome, caution is advised when
paroxetine hydrochloride extended-release tablets is coadministered with other drugs or agents
that may affect the serotonergic neurotransmitter systems, such as triptans, linezolid (an antibiotic
which is a reversible non-selective MAOI), lithium, tramadol, or St. John's Wort (see
WARNINGS—Serotonin Syndrome). The concomitant use of paroxtine extended release tablets
with other SSRIs, SNRIs or tryptophan is not recommended (see PRECAUTIONS—Drug
Interactions, Tryptophan).
(v) Triptans, revise subsection as follows; “ There have been rare postmarketing reports of serotonin
syndrome with the use of an SSRI and a triptan. If concomitant use of paroxetine hydrochloride
extended-release tablets with a triptan is clinically warranted, careful observation of the patient is
advised, particularly during treatment initiation and dose increases (see WARNINGS—Serotonin
Syndrome)”
d. ADVERSE REACTIONS, Other Events Observed During the Clinical Development of Paroxetine,
second paragraph, second sentence, revise as follows; “…panic disorder and social anxiety disorder,
multiple doses of paroxtetine hydrochloride extended-release tablets…”
e. MEDICATION GUIDE
Please provide a sample sheet electronically in final printed format of your
medication guides.

(b) (4)

Revise your container and insert 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://www.fda.gov/cder/cdernew/listserv.html
To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling and your last submission with all differences annotated and explained.

NOTES/QUESTIONS TO THE CHEMIST:
The USP 29 monograph for paroxetine hydrochloride states the following; "Label it to indicate whether it is
the anhydrous or the hemihydrate form. Label it to indicate with which impurity tests the article complies."
Which impurity test should Mylan include in their labeling?
Hi Michelle,
They used Test 1.
Barbara
_____________________________________________
From:
Dillahunt, Michelle
Sent:
Tuesday, June 27, 2006 12:45 PM
To:
Scott, Barbara
Cc:
Ya, Naiqi; Golson, Lillie D
Subject:
RE: ANDA 77-873 (Paroxetine Hydrochloride Extended-Release Tablets-Mylan)

I don't think we need to get together for a discussion. Do you know which test Mylan used?

Thanks,
Michelle

_____________________________________________
From:
Scott, Barbara
Sent:
Monday, June 26, 2006 10:36 AM
To:
Dillahunt, Michelle
Cc:
Ya, Naiqi
Subject: RE: ANDA 77-873 (Paroxetine Hydrochloride Extended-Release Tablets-Mylan)

Hi Michelle,
After speaking with my Team Leader, we feel that the USP probably just wants 'Test 1 or Test 2'
specified on the labeling from the Chrom. Purity test. This would give some indication of the
synthetic route that was used and the related impurities for it. Please let us know if you would
like to get together for further discussion.
Thanks,
Barbara
____________________________________________________________________________________
_________________________________________________________________________________
FOR THE RECORD:
1.
This review was based on the labeling for Paxil® CR (NDA 20-936/S-023, 030, 031) SmithKline
Beecham; approved 8/22/06.
2.

Patents/exclusivities:
Patent Data – NDA 20-936
No
4721723
5422123
5789449

Expiration
June 29, 2007
December 6, 2012
July 6, 2009

5872132
5900423
6121291
6133289

November 19, 2015
November 19, 2015
September 17, 2017
May 19, 2015

Use Code

U-788

U-286
U-286

Use

METHOD OF
TREATING
PSYCHIATRIC
SYMPTOMS
ASSOCIATED WITH
PREMENSTRUAL
DISORDERS USING
PAROXETINE

Depression
Depression

File
III
IV
MOU

Labeling Impact
None
None
None

IV
IV
IV
IV

None
None
None
None

6548084

January 19, 2017

None

IV

Exclusivity Data - NDA 20-936
Code/sup

Use
Code

Expiration

I-405

August 29, 2006

D-91

January 27, 2007

Description
TREATMENT OF PREMENSTRUAL DYSPHORIC
DISORDER (PMDD) USING AN INTERMITTENT
DOSING REGIMEN
ALTERNATE INTERMITTENT DOSING REGIMEN

Labeling Impact
Carved out
Carved out

See email from Martin Shimer dated 1/26/07:
Please note that the use code associated with the '449 patent covering the Paxil CR NDA 20-936 has
been changed. This change will now allow OGD to accept and review Mylan's labeling with their Section
viii statement to the '449.
Thanks,
Marty
3. It was decided not to include the water of hydration of the product, paroxetine hydrochloride
hemihydrate on the container labels for the immediate release product. This can also be applied to the
extended-release product. (See email below from Lillie Golson form 9/22/06)
I spoke with Peter and Cec this morning. He presented to the division directions and OC that we try
not to label our products with the waters of hydration unless specifically stated in the monograph for
the dosage form. He said they all seemed agreeable to the idea, but he has not received final word
yet. With that in mind, because the monograph for the tablet does not include this labeling statement
regarding the water, the firms should not include in their labeling per Peter.
4.

Mylan Pharmaceuticals Inc.is the manufacturer (p 9807, V. 1.19).

5.

The inactives are listed accurately in the DESCRIPTION section (p 9578 V 1.19 and p. 185 Vol
3.1).

6.

Storage/dispensing:
NDA:

Store at or below 25oC (77oF). Dispense in a tight, light-resistant container.

ANDA:

Store at 20 - 25 oC (68-77oF) [see USP Controlled Room Temperature]".
Dispense in a tight, light-resistant container.

USP:

Not USP, however the active ingredient is USP and recommends to label to
indicate whether the anhydrous or the hemihydrate. Label it to indicate with
which impurity tests the article complies. (See comment to the firm)

7.

The innovator's 12.5 mg and 25 mg tablets are not scored.
The ANDA has the same scoring configurations.

8.

Product line
NDA:
ANDA:

9.

30s
30s, 100s and 500s (all strengths)

Packaging [p 6191- 6218, Vol 1.19]

30s and 100s Tablets
75 cc
38 mm (used for 30s,

Bottles
Beige, round,
HDPE
Caps

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Michelle Dillahunt
2/5/2007 01:01:48 PM
MEDICAL OFFICER

Lillie Golson
2/5/2007 06:52:23 PM
MEDICAL OFFICER

APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH
____________________________________________________________________________________
____________________________________________________________________________________
ANDA Number: 77-873
Date of Submission: February 16, 2007
Applicant's Name:

Mylan Pharmaceuticals Inc.

Established Name:
Paroxetine Hydrochloride Extended-Release Tablets, 12.5 mg and 25 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

1. CONTAINER - 30s, 100s, 500s
Satisfactory in FPL as of the February 16, 2007 amendment.
2. INSERT/MEDICATION GUIDE
Satisfactory in FPL as of the February 16, 2007 amendment.
3. MEDICATION GUIDE
Satisfactory in FPL as of the February 16, 2007 amendment.
Revisions needed pre-approval. None
BASIS OF APPROVAL:
Patents/exclusivities:
Patent Data – NDA 20-936
No
4721723
5422123
5789449

Expiration
June 29, 2007
December 6, 2012
July 6, 2009

5872132
5900423
6121291
6133289
6548084

November 19, 2015
November 19, 2015
September 17, 2017
May 19, 2015
January 19, 2017

Use Code

U-788

U-286
U-286

Use

METHOD OF
TREATING
PSYCHIATRIC
SYMPTOMS
ASSOCIATED WITH
PREMENSTRUAL
DISORDERS USING
PAROXETINE

Depression
Depression

File
III
IV
MOU

Labeling Impact
None
None
None

IV
IV
IV
IV
IV

None
None
None
None
None

Exclusivity Data - NDA 20-936
Code/sup

Expiration

Use
Code

Description

Labeling Impact

There are no unexpired exclusivities in the Orange Book
Database for this drug product.

See email from Martin Shimer dated 1/26/07:
Please note that the use code associated with the '449 patent covering the Paxil CR NDA 20-936 has
been changed. This change will now allow OGD to accept and review Mylan's labeling with their Section
viii statement to the '449.
Thanks,
Marty
Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Paxil CR®
NDA Number: 20-936
NDA Drug Name: Paxil CR ® (paroxetine hydrochloride) Extended-ReleaseTablets
NDA Firm: SmithKline Beecham
Date of Approval of NDA Insert and supplement #. (S-023, 030, 031), approved 8-22-06
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides
Other Comments:

NOTES/QUESTIONS TO THE CHEMIST:
The USP 29 monograph for paroxetine hydrochloride states the following; "Label it to indicate whether it is
the anhydrous or the hemihydrate form. Label it to indicate with which impurity tests the article complies."
Which impurity test should Mylan include in their labeling?
Hi Michelle,
They used Test 1.
Barbara
_____________________________________________
From:
Dillahunt, Michelle
Sent:
Tuesday, June 27, 2006 12:45 PM
To:
Scott, Barbara
Cc:
Ya, Naiqi; Golson, Lillie D
Subject:
RE: ANDA 77-873 (Paroxetine Hydrochloride Extended-Release Tablets-Mylan)

I don't think we need to get together for a discussion. Do you know which test Mylan used?

Thanks,
Michelle

_____________________________________________
From:
Scott, Barbara
Sent:
Monday, June 26, 2006 10:36 AM
To:
Dillahunt, Michelle
Cc:
Ya, Naiqi
Subject: RE: ANDA 77-873 (Paroxetine Hydrochloride Extended-Release Tablets-Mylan)

Hi Michelle,
After speaking with my Team Leader, we feel that the USP probably just wants 'Test 1 or Test 2'
specified on the labeling from the Chrom. Purity test. This would give some indication of the
synthetic route that was used and the related impurities for it. Please let us know if you would
like to get together for further discussion.
Thanks,
Barbara
____________________________________________________________________________________
_________________________________________________________________________________
FOR THE RECORD:
1.
This review was based on the labeling for Paxil® CR(NDA 20-936/S-023, 030, 031) SmithKline
Beecham; approved 8/22/06.
2.

It was decided not to include the water of hydration of the product, paroxetine hydrochloride
hemihydrate on the container labels for the immediate release product. This can also be applied to the
extended-release product. (See email below from Lillie Golson form 9/22/06)
I spoke with Peter and Cec this morning. He presented to the division directions and OC that we try
not to label our products with the waters of hydration unless specifically stated in the monograph for
the dosage form. He said they all seemed agreeable to the idea, but he has not received final word
yet. With that in mind, because the monograph for the tablet does not include this labeling statement
regarding the water, the firms should not include in their labeling per Peter.

3.

Mylan Pharmaceuticals Inc.is the manufacturer (p 9807, V. 1.19).

4.

The inactives are listed accurately in the DESCRIPTION section (p 9578 V 1.19 and p. 185 Vol
3.1).

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Michelle Dillahunt
3/8/2007 10:38:43 AM
MEDICAL OFFICER

Lillie Golson
3/8/2007 01:31:34 PM
MEDICAL OFFICER

APPROVAL SUMMARY
(Supersedes the approval summary dated 2/16/07)
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH
____________________________________________________________________________________
____________________________________________________________________________________
ANDA Number: 77-873
Date of Submission: May 14 and May 18, 2007
Applicant's Name:

Mylan Pharmaceuticals Inc.

Established Name:
Paroxetine Hydrochloride Extended-Release Tablets, 12.5 mg and 25 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
1. CONTAINER - 30s, 100s, 500s
Satisfactory in FPL as of the February 16, 2007 amendment.
2. INSERT/MEDICATION GUIDE
Satisfactory in FPL as of the May 14, 2007 amendment.
3. MEDICATION GUIDE
Satisfactory in FPL as of the May 14, 2007 amendment.
Revisions needed pre-approval.
INSERT
1. BOXED WARNINGS, last paragraph, add the following as the last sentence, (See Warnings: Clinical
Worsening and Suicide Risk, Precautions: Information for Patients, and Precautions: Pediatric Use)
2. PRECAUTIONS
a. General; Activation of Mania/Hypomania, third sentence, revise as follows; "…social disorder
treated…
b. Seizures, second sentence, delete "or PMDD".
BASIS OF APPROVAL:
Patents/exclusivities:
Patent Data – NDA 20-936
No
4721723
5422123
5789449

Expiration
June 29, 2007
December 6, 2012
July 6, 2009

5872132
5900423
6121291
6133289
6548084

November 19, 2015
November 19, 2015
September 17, 2017
May 19, 2015
January 19, 2017

Use Code

U-788

U-286
U-286

Use

METHOD OF
TREATING
PSYCHIATRIC
SYMPTOMS
ASSOCIATED WITH
PREMENSTRUAL
DISORDERS USING
PAROXETINE

Depression
Depression

File
III
IV
MOU

Labeling Impact
None
None
None

IV
IV
IV
IV
IV

None
None
None
None
None

Exclusivity Data - NDA 20-936
Code/sup

Expiration

Use
Code

Description
There are no unexpired exclusivities in the Orange Book
Database for this drug product.

See email from Martin Shimer dated 1/26/07:

Labeling Impact

Please note that the use code associated with the '449 patent covering the Paxil CR NDA 20-936 has
been changed. This change will now allow OGD to accept and review Mylan's labeling with their Section
viii statement to the '449.
Thanks,
Marty
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Paxil CR®
NDA Number: 20-936
NDA Drug Name: Paxil CR ® (paroxetine hydrochloride) Extended-ReleaseTablets
NDA Firm: SmithKline Beecham
Date of Approval of NDA Insert and supplement #. (S-023, 030, 031), approved 8-22-06
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides
Other Comments:

NOTES/QUESTIONS TO THE CHEMIST:
The USP 29 monograph for paroxetine hydrochloride states the following; "Label it to indicate whether it is
the anhydrous or the hemihydrate form. Label it to indicate with which impurity tests the article complies."
Which impurity test should Mylan include in their labeling?
Hi Michelle,
They used Test 1.
Barbara
_____________________________________________
From:
Dillahunt, Michelle
Sent:
Tuesday, June 27, 2006 12:45 PM
To:
Scott, Barbara
Cc:
Ya, Naiqi; Golson, Lillie D
Subject:
RE: ANDA 77-873 (Paroxetine Hydrochloride Extended-Release Tablets-Mylan)

I don't think we need to get together for a discussion. Do you know which test Mylan used?

Thanks,
Michelle

_____________________________________________
From:
Scott, Barbara
Sent:
Monday, June 26, 2006 10:36 AM
To:
Dillahunt, Michelle
Cc:
Ya, Naiqi
Subject: RE: ANDA 77-873 (Paroxetine Hydrochloride Extended-Release Tablets-Mylan)

Hi Michelle,
After speaking with my Team Leader, we feel that the USP probably just wants 'Test 1 or Test 2'
specified on the labeling from the Chrom. Purity test. This would give some indication of the
synthetic route that was used and the related impurities for it. Please let us know if you would
like to get together for further discussion.
Thanks,
Barbara
____________________________________________________________________________________
_________________________________________________________________________________
FOR THE RECORD:
1.
This review was based on the labeling for Paxil® CR(NDA 20-936/S-023, 030, 031) SmithKline
Beecham; approved 8/22/06. Mylan has added the revised suicidal warnings that were made
available on FDA's website on May 2, 2007. The template can be found on the following link,

http://www.fda.gov/cder/drug/antidepressants/default.htm
2.

It was decided not to include the water of hydration of the product, paroxetine hydrochloride
hemihydrate on the container labels for the immediate release product. This can also be applied to the
extended-release product. (See email below from Lillie Golson form 9/22/06)
I spoke with Peter and Cec this morning. He presented to the division directions and OC that we try
not to label our products with the waters of hydration unless specifically stated in the monograph for
the dosage form. He said they all seemed agreeable to the idea, but he has not received final word
yet. With that in mind, because the monograph for the tablet does not include this labeling statement
regarding the water, the firms should not include in their labeling per Peter.

3.

Mylan Pharmaceuticals Inc.is the manufacturer (p 9807, V. 1.19).

4.

The inactives are listed accurately in the DESCRIPTION section (p 9578 V 1.19 and p. 185 Vol

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Michelle Dillahunt
5/24/2007 10:26:42 AM
LABELING REVIEWER

Lillie Golson
5/24/2007 12:06:51 PM
LABELING REVIEWER

CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

ANDA 77-873

CHEMISTRY REVIEWS

ANDA 77-873
Paroxetine Hydrochloride Extended Release Tablets,
12.5 and 25 mg
Mylan Pharmaceuticals, Inc.

Barbara O. Scott
OGD/DC2

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Thomas Hinchliffe
5/30/2007 08:30:45 AM
CSO
for BScott on extended leave
Naiqi Ya
5/30/2007 09:33:26 AM
CHEMIST

Final Approval Following a Tentative Approval
Abbreviated New Drug Application Regulatory Assessment
___________________________________________________________

77-873

1.

ANDA #

2.

NAME AND ADDRESS OF APPLICANT
Mylan Pharmaceuticals, Inc.
Attention: S. Wayne Talton
Vice President, Regulatory Affairs
781 Chestnut Ridge Road
P.O. Box 4310
Morgantown, WV 26504

3.

LEGAL BASIS FOR SUBMISSION

With respect to the '123, '132, '423, '291, '289, and '084
patents, your ANDA contains paragraph IV certifications
under section 505(j)(2)(A)(vii)(IV) of the Act stating that
each patent is invalid, unenforceable, or will not be
infringed by your manufacture, use, or sale of Paroxetine
Hydrochloride Extended-release tablets 12.5 and 25 mg,
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 is brought against Mylan
Pharmaceuticals, Inc. (Mylan) for infringement of one or
more of the patents that were the subjects of the paragraph
IV certifications. You have notified the agency that Mylan
complied with the requirements of section 505(j)(2)(B) of
the Act, and that no action for infringement was brought
against Mylan within the statutory 45-day period, which
action would have resulted in a 30-month stay of approval
under section 505(j)(5)(B)(iii).
With respect to the '499 patent, your ANDA contains a
statement under section 505(j)(2)(A)(viii) of the Act
indicating that this is a method of use patent that does
not claim any indication for which you are seeking approval
under your ANDA.
With respect to the ‘723 patent, your ANDA contains a
paragraph III certification under section
505(j)(2)(A)(vii)(III) of the Act stating that Mylan will
not market Paroxetine Hydrochloride Extended-release
tablets, 12.5 and 25 mg, prior to the expiration of this
patent. The agency recognizes that the ‘723 patent has
expired as of June 29, 2007.
4.

PROPRIETARY NAME - NA

5.

NONPROPRIETARY NAME
Paroxetine Hydrochloride Extended-Release Tablets

6.

CURRENT SUBMISSIONS AND OTHER DATES:
June 11, 2007

7.

PHARMACOLOGICAL CATEGORY
The drug product is indicated for the treatment of
major depressive disorder, panic disorder, social
anxiety disorder and premenstrual dysphoric disorder.

8.

Rx or OTC - RX

9.

SAMPLES AND RESULTS -NA

10.

LABELING STATUS – Acceptable – 3/8/07

11.

BIOEQUIVALENCY STATUS – Acceptable 7/21/2006

12.

MICROBIOLOGY STATUS - NA

13.

ESTABLISHMENT INSPECTION

Acceptable – 1/30/2007
14.

CONCLUSIONS AND RECOMMENDATIONS

CMC Approvable Per acceptable CMC review by Barbara Scott
dated 5/30/07 in DFS.
No changes to CMC have occurred.
PROJECT MANAGER: Thomas Hinchliffe DATE COMPLETED: 6/19/07

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Thomas Hinchliffe
6/29/2007 09:40:52 AM
CSO

Naiqi Ya
6/29/2007 09:42:22 AM
CHEMIST

CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

ANDA 77-873

BIOEQUIVALENCE REVIEWS

(b) (4)
(b) (4)

CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

ANDA 77-873

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH
____________________________________________________________________________________
____________________________________________________________________________________
ANDA Number: 77-873
Date of Submission: August 1, 2006
Applicant's Name:

Mylan Pharmaceuticals Inc.

Established Name:
Paroxetine Hydrochloride Extended-Release Tablets, 12.5 mg and 25 mg
____________________________________________________________________________________
____________________________________________________________________________________
Labeling Deficiencies:

1. CONTAINER - 30s, 100s, 500s
a. Side panel, revise as follows; "Each extended-release tablet contains paroxetine hydrochloride
equivalent to xx mg of paroxetine."
b. Delete the statement, "

(b) (4)

"

2. INSERT/MEDICATION GUIDE
a. Clinical Pharmacology, Clinical Trials, Social Anxiety Disorder, delete last paragraph, "
(b) (4)
…"

(b) (4)

b. WARNINGS
(i) Add the following to appear after the subsection; Potential for Interaction With Monoamine
Oxidase Inhibitors;
Serotonin Syndrome
The development of a potentially life-threatening serotonin syndrome may occur with use of
paroxetine hydrochloride extended-release tablets, particularly with concomitant use of serotonergic
drugs (including triptans) and with drugs which impair metabolism of serotonin (including MAOIs).
Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations,
coma), autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular
aberrations (e.g., hyperreflexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea,
vomiting, diarrhea).
The concomitant use of paroxetine hydrochloride extended–release tablets with MAOIs intended to
treat depression is contraindicated (see CONTRAINDICATIONS and WARNINGS—Potential for
Interaction With Monoamine Oxidase Inhibitors). If concomitant use of paroxetine hydrochloride
extended-release tablets with a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted,
careful observation of the patient is advised, particularly during treatment initiation and dose increases
(see PRECAUTIONS—Drug Interactions).
The concomitant use of paroxetine hydrochloride extended-release tablets with serotonin precursors
(such as tryptophan) is not recommended (see PRECAUTIONS—Drug Interactions).
Potential Interaction With Thioridazine: Thioridazine administration alone produces prolongation of
the QTc interval, which is associated with serious ventricular arrhythmias, such as torsade de
pointes–type arrhythmias, and sudden death. This effect appears to be dose related.
An in vivo study suggests that drugs which inhibit CYP2D6, such as paroxetine, will elevate plasma
levels of thioridazine. Therefore, it is recommended that paroxetine not be used in combination with
thioridazine (see CONTRAINDICATIONS and PRECAUTIONS).

(ii) Nonteratogenic Effects, add the following as the second, third and fourth paragraphs;
Infants exposed to SSRIs in late pregnancy may have an increased risk for persistent pulmonary
hypertension of the newborn (PPHN). PPHN occurs in 1 – 2 per 1,000 live births in the general
population and is associated with substantial neonatal morbidity and mortality. In a retrospective
case-control study of 377 women whose infants were born with PPHN and 836 women whose
infants were born healthy, the risk for developing PPHN was approximately six-fold higher for infants

exposed to SSRIs after the 20th week of gestation compared to infants who had not been exposed
to antidepressants during pregnancy. There is currently no corroborative evidence regarding the risk
for PPHN following exposure to SSRIs in pregnancy; this is the first study that has investigated the
potential risk. The study did not include enough cases with exposure to individual SSRIs to
determine if all SSRIs posed similar levels of PPHN risk.
There have also been postmarketing reports of premature births in pregnant women exposed to
paroxetine or other SSRIs.
When treating a pregnant woman with paroxetine during the third trimester, the physician should
carefully consider both the potential risks and benefits of treatment (see DOSAGE AND
ADMINISTRATION). Physicians should note that in a prospective longitudinal study of 201 women
with a history of major depression who were euthymic at the beginning of pregnancy, women who
discontinued antidepressant medication during pregnancy were more likely to experience a relapse
of major depression than women who continued antidepressant medication.
c.

PRECAUTIONS
(i). Delete

(b) (4)

subsection.

(ii). Information for Patients, add the following as the first paragraph;
“Paroxetine hydrochloride extended-release tablets should not be chewed or crushed, and should
be swallowed whole.”
(b) (4)

(iii). Clinical Worsening and Suicide Risk, delete last paragraph, “
(b) (4)
…”

(iv) Serotonergic Drugs, revise subsection as follows; “Based on the mechanism of action of
paroxetine hydrochloride and the potential for serotonin syndrome, caution is advised when
paroxetine hydrochloride extended-release tablets is coadministered with other drugs or agents
that may affect the serotonergic neurotransmitter systems, such as triptans, linezolid (an antibiotic
which is a reversible non-selective MAOI), lithium, tramadol, or St. John's Wort (see
WARNINGS—Serotonin Syndrome). The concomitant use of paroxtine extended release tablets
with other SSRIs, SNRIs or tryptophan is not recommended (see PRECAUTIONS—Drug
Interactions, Tryptophan).
(v) Triptans, revise subsection as follows; “ There have been rare postmarketing reports of serotonin
syndrome with the use of an SSRI and a triptan. If concomitant use of paroxetine hydrochloride
extended-release tablets with a triptan is clinically warranted, careful observation of the patient is
advised, particularly during treatment initiation and dose increases (see WARNINGS—Serotonin
Syndrome)”
d. ADVERSE REACTIONS, Other Events Observed During the Clinical Development of Paroxetine,
second paragraph, second sentence, revise as follows; “…panic disorder and social anxiety disorder,
multiple doses of paroxtetine hydrochloride extended-release tablets…”
e. MEDICATION GUIDE
Please provide a sample sheet electronically in final printed format of your
medication guides.

(b) (4)

Revise your container and insert 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://www.fda.gov/cder/cdernew/listserv.html
To facilitate review of your next submission, please provide a side-by-side comparison of your
proposed labeling and your last submission 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

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Lillie Golson
2/5/2007 06:51:37 PM
Lillie Golson for Wm. Peter Rickman

OGD APPROVAL ROUTING SUMMARY
ANDA # 77-873 ApplicantMylan Pharmaceuticals Inc.
Drug Paroxetine Hydrochloride Extended-release Tablets
APPROVAL

TENTATIVE APPROVAL

SUPPLEMENTAL APPROVAL (NEW STRENGTH)
DRAFT Package

REVIEWER:
1.

Strength(s)12.5 mg and 25 mg

Martin Shimer
Chief, Reg. Support Branch
Contains GDEA certification:
(required if sub after 6/1/92)

Date15 March 2007
InitialsMHS
Yes

No

OTHER

FINAL Package
Date
Initials

Determ. of Involvement? Yes
Pediatric Exclusivity System
RLD =
NDA#
Date Checked
Nothing Submitted
Written request issued
Study Submitted
Date settled:

No

Patent/Exclusivity Certification: Yes
No
If Para. IV Certification- did applicant
Notify patent holder/NDA holder Yes
No
Was applicant sued w/in 45 days:Yes
No
Has case been settled:
Yes
No
Is applicant eligible for 180 day
Generic Drugs Exclusivity for each strength: Yes
No
Date of latest Labeling Review/Approval Summary
Any filing status changes requiring addition Labeling Review Yes
No
Type of Letter:TA
Comments:Firm provided PIV certifications to the '123, '132, '423, '289, '291 and
'405 patents. Mylan provided notice and was not sued within 45 days. Mylan has a PIII
cert to the '723 which will expire on 6/29/07 with ped exclusivity. Mylan provided a MOU
statement to the '449 patent which OGD was not initially inclined to accepting as the use
code that appeared in the OB and the time Mylan originally submitted(March 06) their MOU
was not conducive to permitting a carve-out. Mylan then availed themselves of the
314.53(f) process and GSK eventually requested a change in the use code that was
associated with the '449 patent. This code u-788 which is now defined as METHOD OF
TREATING PSYCHIATRIC SYMPTOMS ASSOCIATED WITH PREMENSTRUAL DISORDERS USING PAROXETINE may
be omitted from the labeling. This ANDA currently eligible for TA due to PIII on '723.
2.

Project Manager, Thomas Hinchliffe Team 10
Review Support Branch
Original Rec′d dateSeptember 9, 2005
Date Acceptable for FilingSeptember 9, 2005
Patent Certification (type)IV
Date Patent/Exclus.expires
Citizens' Petition/Legal Case Yes No
(If YES, attach email from PM to CP coord)

Date
Initials

Date
Initials

EER Status
Pending
Acceptable
OAI
Date of EER Status 1/30/2007
Date of Office Bio Review 7/21/2006
Date of Labeling Approv. Sum 3/8/07
Labeling Acceptable Email Rec'd Yes
No
Labeling Acceptable Email filed Yes
No
Date of Sterility Assur. App. NA
Methods Val. Samples Pending Yes
No
MV Commitment Rcd. from Firm Yes
No

First Generic
Yes
No
Priority Approval
Yes
No
(If yes, prepare Draft Press Release, Email
it to Cecelia Parise)
Acceptable Bio reviews tabbed Yes
No
Modified-release dosage form: Yes
No
Bio Review Filed in DFS:
Yes
No
Interim Dissol. Specs in AP Ltr: Yes
Suitability Petition/Pediatric Waiver Yes
Pediatric Waiver Request Accepted
Rejected
Pending
Previously reviewed and tentatively approved
Date
Previously reviewed and CGMP def. /NA Minor issued
Date
Comments:
3.

Labeling Endorsement
Reviewer:
Date3/9/07
Name/InitialsMD

Labeling Team Leader:
Date3/9/07
Name/InitialsLDG

Comments:
Per email 3/9/07
4.

David Read

(PP IVs Only) Pre-MMA

Language included

Date 3/16/07

OGD Regulatory Counsel,
Post-MMA Language Included
Comments:Changes to TA ltr saved to V drive.
5.

InitialsDTR

Date5/17/07
InitialsFF

Div. Dir./Deputy Dir.
Chemistry Div. II
Comments:
revised (4/24 and 5/3 amendments).

(b) (4)

(b) (4)

CMC ok.

6.

Frank Holcombe
First Generics Only
Assoc. Dir. For Chemistry
Comments: (First generic drug review)
CMC ok- For Frank- Radhika Rajagopalan

Date5/25/07
InitialsRR

7.

Vacant
Deputy Dir., DLPS

Date
Initials

8.

Peter Rickman
Date5/29/07
Director, DLPS
InitialsWPR
Para.IV Patent Cert: Yes No ;Pending Legal Action: Yes
No ; Petition: Yes No
Comments:Firm provided PIVs to the '123, '132, '423, '289, '291 and '084 patents.
Mylan provided notice and was not sued within the 45 day period. Mylan has a PIII to the
'723 patent which expires on 6/29/2007 w/ ped exclusivity. Mylan provided an MOU statement
to the '449 patent. W/H exclusivity D-91 and I-405 carved out of labeling; Labeling
acceptable 3/8/2007; Bio acceptable 7/21/2006 per AP Summary (fasting and Fed studies
25 mg tablet); EER acceptable 1/30/2007; Okay for TA ONLY
OR
8.

9.

Robert L. West
Deputy Director, OGD
Para.IV Patent Cert: Yes
Press Release Acceptable
Comments:

No ; Pending Legal Action: Yes

Gary Buehler
Director, OGD
Comments:
First Generic Approval

Date
Initials
No ; Petition: Yes

No

Date
Initials
PD or Clinical for BE

Special Scientific or Reg.Issue

Press Release Acceptable
10.

Project Manager, Thomas Hinchliffe Team 10
Date5/30/07
Review Support Branch
Initials TOH
Date PETS checked for first generic drug (just prior to notification to firm)
Applicant notification:
5/30Time notified of approval by phone

5/30Time approval letter faxed

FDA Notification:
5/30Date e-mail message sent to "CDER-OGDAPPROVALS″ distribution list.
5/30/07Date Approval letter copied to \\CDS014\DRUGAPP\ directory.

--------------------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
--------------------------------------------------------------------------------------------------------------------/s/
--------------------Thomas Hinchliffe
5/30/2007 09:28:21 AM

OGD APPROVAL ROUTING SUMMARY
ANDA # 77-873 ApplicantMylan Pharmaceuticals Inc.
Drug Paroxetine Hydrochloride Extended-release Tablets
APPROVAL

TENTATIVE APPROVAL

SUPPLEMENTAL APPROVAL (NEW STRENGTH)
DRAFT Package

REVIEWER:
1.

Martin Shimer
Chief, Reg. Support Branch
Contains GDEA certification:
(required if sub after 6/1/92)

Strength(s)12.5 mg and 25 mg

Date
Initials
Yes

No

OTHER

FINAL Package
Date6/29/07
Initialsrlw/for

Determ. of Involvement? Yes
No
Pediatric Exclusivity System
RLD =
NDA#20-936
Date Checked Previously granted
Nothing Submitted
Written request issued
Study Submitted
Date settled:

Patent/Exclusivity Certification: Yes
No
If Para. IV Certification- did applicant
Notify patent holder/NDA holder Yes
No
Was applicant sued w/in 45 days:Yes
No
Has case been settled:
Yes
No
Is applicant eligible for 180 day
Generic Drugs Exclusivity for each strength: Yes
No
Date of latest Labeling Review/Approval Summary
Any filing status changes requiring addition Labeling Review Yes
No
Type of Letter:
Comments:Since TA issued on 5/30/2007 the holder of the NDA submitted the '640
patent for listing in the OB. Mylan addressed this patent with a PIV certification on
June 21, 2007. As these drug products are governed under post-MMA requirements for notice
and 30 month stays, there will be no opportunity for a 30 month stay as this patent was
submitted after Mylan's ANDA was acknowledged. There also isn't an opportunity for the 45
day notice clock as the 45 day clock is only related to invocation of the 30 month stay.
I spoke with Mylan(Wayne Talton) on 6/27/2007 and asked that he provide the FedEx tracking
receipts to prove that notice was given with respect to this patent. Once OGD has
obtained these FedEx receipts we will be able to Fully Approve this ANDA effective
6/29/2007. Applicant is eligible for 180 day exclusivity for these two drug products.

2.

Project Manager, Thomas Hinchliffe Team 10
Review Support Branch
Original Rec′d dateSeptember 9, 2005
Date Acceptable for FilingSeptember 9, 2005
Patent Certification (type)IV
Date Patent/Exclus.expires
Citizens' Petition/Legal Case Yes No
(If YES, attach email from PM to CP coord)

Date
Initials

Date6/28/07
InitialsTOH

EER Status
Pending
Acceptable
OAI
Date of EER Status 1/30/2007
Date of Office Bio Review 7/21/2006
Date of Labeling Approv. Sum 3/8/07
Labeling Acceptable Email Rec'd Yes
No
Labeling Acceptable Email filed Yes
No
Date of Sterility Assur. App. NA
Methods Val. Samples Pending Yes
No
MV Commitment Rcd. from Firm Yes
No

First Generic
Yes
No
Priority Approval
Yes
No
(If yes, prepare Draft Press Release, Email
it to Cecelia Parise)
Acceptable Bio reviews tabbed Yes
No
Modified-release dosage form: Yes
No
Bio Review Filed in DFS:
Yes
No
Interim Dissol. Specs in AP Ltr: Yes
Suitability Petition/Pediatric Waiver Yes
Pediatric Waiver Request Accepted
Rejected
Pending
Previously reviewed and tentatively approved
Date 5/30/07
Previously reviewed and CGMP def. /NA Minor issued
Date
Comments:PREVIOUSLY TA'd on 5/30/07 TA documentation im DFS….
3.

Labeling Endorsement
Reviewer:
Date6/19/07
Name/Initialsldg

Labeling Team Leader:
Date6/19/07
Name/Initialsldg

Comments:
______________________________________________
From:
Golson, Lillie D
Sent: Wednesday, June 20, 2007 12:53 PM

To:
Hinchliffe, Thomas; Golson, Lillie D
Subject:
FW: 77-873 Full Ap endorsement needed
Hi Tom,
From a labeling standpoint, this application is acceptable for approval. Please endorse
the AP routing form on behalf of Michelle and me.
Thanks
Lillie
4.

David Read (PP IVs Only) Pre-MMA Language included
OGD Regulatory Counsel,
Post-MMA Language Included
Comments:Changes to AP ltr saved to V drive.

5.

Div. Dir./Deputy Dir.
Chemistry Div. II
Comments:CMC OK, see attached spreadsheet.

Date 6/28/07
InitialsDTR

Date6/28/07
InitialsRCA
NO CMC changes since TA 5/30/07

6.

Frank Holcombe
First Generics Only
Date6/29/07
Assoc. Dir. For Chemistry
Initialsrlw/for
Comments: (First generic drug review)
This was completed on 5/25/07 at the time of the tentative approval.

7.

Vacant
Date
Deputy Dir., DLPS
Initials
RLD = Paxil CR Extended-release Tablets, 12.5 mg (base) and 25 mg (base)
GlaxoSmithKline NDA 20-936 (001, 002)

8.

Peter Rickman
Date6/29/07
Director, DLPS
Initialsrlw/for
Para.IV Patent Cert: Yes No ;Pending Legal Action: Yes
No ; Petition: Yes No
Comments:This ANDa was granted tentative approval on May 30, 2007. Final approval
at that time was blocked by the '723 patent that is scheduled to expire on June 29,
2007. Refer to the administrative sign-off form created at that time.
On June 11, 2007, Mylan submitted a minor amendment to request final
approval for this ANDA effective upon the expiration of the '723 patent on June 29,
2007. Mylan stated that no CMC changes had been made to the ANDA since receipt
of the tentative aproval. On June 20, 2007, Mylan addressed the newly listed '640
patent. On June 27, 2007, Mylan submitted confirmation that the owner of the '640
patent and the NDA holder had received notice of Mylan's paragraph IV certification
to the patent.
FPL remains acceptable for approval (as endorsed 6/20/07 by L.Golson
above).
CMC remains acceptable for final approval 6/19/07.

OR
8.

Robert L. West
Deputy Director, OGD
Para.IV Patent Cert: Yes No ; Pending Legal Action: Yes
Press Release Acceptable
Comments:Acceptable EES dated 1/30/07 (Verified 6/29/07).

Date 6/29/07
Initials RLWest
No ; Petition: Yes No
No "OAI" Alerts noted.

Refer to the text found in the tentative approval letter dated May 30, 2007, as
well as the summary provided above by Martin Shimer for the regulatory basis for
approval of this ANDA. As noted by M.Shimer, Mylan is eligible for 180-day
generic drug ecxlusivity for Paroxetine Hydrochloride Extended-release Tablets

12.5 mg and 25 mg.
With the expiration of the '723 patent, this ANDA is recommended for final approval.

9.

Gary Buehler
Director, OGD
Comments:
First Generic Approval

Date 6/29/07
Initials rlw/for
PD or Clinical for BE

Special Scientific or Reg.Issue

Press Release Acceptable
10.

Date6/29/07
Project Manager, Thomas Hinchliffe Team 10
Review Support Branch
Initials TOH
Date PETS checked for first generic drug (just prior to notification to firm)
Applicant notification:
6/29/07Time notified of approval by phone 6/29/07Time approval letter faxed
FDA Notification:
6/29/07Date e-mail message sent to "CDER-OGDAPPROVALS″ distribution list.
6/29/07Date Approval letter copied to \\CDS014\DRUGAPP\ directory.

Additional information:

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the official receipt date as described in 21 CFR 314.53(d)(5).
2. Patents submitted on FDA Form 3542 and listed after August 18, 2003 will have one to three patent codes indicating specific patent claims as submitted by the
sponsor and are detailed in the above table.

3. Patents listed prior to August 18, 2003 are flagged with method of use claims only as applicable and submitted by the sponsor. These patents may not be flagged
with respect to other claims which may apply

4. *PED and PED represent pediatric exclusivity. Patents with pediatric exclusivity granted after August 18, 2003 will be indicated with *PED as was done prior to
August 18, 2003. Patents with *PED added after August 18, 2003 will not contain any information relative to the patent itself other than the *PED extension.
Information related specifically to the patent will be conveyed on the original patent only.

5. U.S. Patent Nos. RE 36481 and RE 36520 were relisted for Zocor (NDA 19-766) pursuant to the decision and related order in Ranbaxy Labs. v.Leavitt, No. 051838 (D.D.C. April 30, 2006). The '481 and '520 patents remained listed in Approved Drug Products with Therapeutic Equivalence Evaluations until any applicable
periods of exclusivity pursuant to section 505(j)(5)(B)(iv) of the Federal Food, Drug, and Cosmetic Act were triggered and run. For additional information on this
matter, please refer to Docket Nos. 2005P-0008 and 2005P-0046. Patents were subsequently delisted in the December 2006 Orange Book update as the
exclusivity periods have triggered and run to expiration.

View a list of all patent use codes
View a list of all exclusivity codes
Return to Electronic Orange Book Home Page
FDA/Center for Drug Evaluation and Research
Office of Generic Drugs
Division of Labeling and Program Support
Update Frequency:
Orange Book Data - Monthly
Generic Drug Product Information & Patent Information - Daily
Orange Book Data Updated Through May, 2007
Patent and Generic Drug Product Data Last Updated: June 28, 2007
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