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ANDA 76-119

JAN 24 2003
TEVA Pharmaceuticals USA
Attention: - Philip Erickson
1090 Horsham Road
P.O. Box 1090
North Wales, PA 19454-1090

Dear Sir:

This is in reference to your abbreviated new drug application (ANDA) dated
February 26, 2001, submitted pursuant to Section 505(j) of the Federal Food, Drug, and
Cosmetic Act (Act), for Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg.

Reference is made to our Tentative Approval letters dated January 15, 2002, and

October 8, 2002, and to your amendments dated November 25, 2002; and January 7,

and January 22, 2003. Reference is also made to your correspondence dated December 19,
2002 regarding the outcome of the patent litigation referenced below.

The listed drug referenced in your application (RLD), Remeron® Tablets of Organon Inc., is
subject to a period of patent protection. As noted in the agency’s publication entitled
Approved Drug Products with Therapeutic Equivalence Evaluations, the “Orange Book”,
U.S. Patent No. 5,977,099 (the ‘099 patent) is scheduled to expire on June 16,2017. Your
application contains a paragraph IV certification to the ‘099 patent under Section
505(G)(2)(A)(vii)(IV) of the Act. This certification states that the ‘099 patent is invalid,
unenforceable, or will not be infringed by your manufacture, use, or sale of Mirtazapine
Tablets, 15 mg, 30 mg, and 45 mg. Section 505()(5)(B)(iii) of the Act provides that
approval of an abbreviated new drug application shall be made effective immediately, unless
an action is brought against TEVA Pharmaceuticals USA (TEVA) for infringement of the
‘099 patent. The infringement action must be taken prior to the expiration of forty-five (45)
days from the date the notice TEVA provided to the NDA/patent holder(s) under paragraph
(2)(B)(i) was received. You have previously notified the agency that TEVA complied with
the requirements of Section 505(j)(2)(B) of the Act, and that litigation involving your
challenge to the ‘099 patent was initiated in the United States District Court for the District
of New Jersey (Akzo Nobel N.V. and Organon Inc. v. TEVA Pharmaceuticals USA, Civil
Action Number 01-2682 [FSH])).

Your communication dated December 19, 2002, provides notification to the agency thatina
court order dated December 18, 2002, the district court granted the defendant’s motion for
summary judgement ruling that TEVA did not infringe upon the ‘099 patent. In response to
this decision, your amendments dated December 19, 2002 and January 7, 2003, request that
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the agency grant final approval for your application providing for all three tablet strengths of
the drug product, i.e., 15 mg, 30 mg, and 45 mg, and that TEVA be regarded as being
eligible for 180-day generic drug exclusivity for all three strengths.

As noted below, the agency concurs that TEVA is eligible for 180-day generic drug
exclusivity, but only with respect to the 15 mg and 30 mg strengths of the drug product.
However, the agency is continuing to resolve the issues concerning eligibility for 180-day
exclusivity for the 45 mg strength. We refer to the Citizen Petition submitted to the agency
on May 31, 2002 by Mylan Pharmaceuticals, Inc. on this topic. The agency's decision with
regard to eligibility for 180-day generic drug exclusivity with respect to the 45 mg strength
of Mirtazapine Tablets is expected in the near future. Should the agency decide that TEVA
is eligible for exclusivity for the 45 mg strength, the office will issue a separate approval
letter for that strength. Because the agency does not wish to delay approval of the 15 mg

and
<_3—O’rﬁrengths of the drug product, we will continue to regard your Mirtazapine Tablets,

45 mg, as tentatively approved.

We have completed the review of this abbreviated application as amended and have
concluded that based upon the information you have presented to date, your Mirtazapine
Tablets 15 mg and 30 mg are safe and effective for use as recommended in the submitted
labeling. The Division of Bioequivalence has determined your Mirtazapine Tablets 15 mg
and 30 mg, to be bioequivalent and, therefore, therapeutically equivalent to the listed drug
(Remeron® Tablets 15 mg and 30 mg, respectively, of Organon Inc.). Your dissolution
testing should be incorporated into the stability and quality control program using the same
method proposed in your application.

With regard to 180-day generic drug exclusivity for Mirtazapine Tablets, we have concluded
that TEVA was the first applicant to submit a substantially complete ANDA containing a
paragraph IV certification to the ‘099 patent. Therefore, with this approval, TEVA is
eligible for 180-days of market exclusivity for the 15 mg and 30 mg strengths of this drug
product as provided for under Section 505(G)(5)(B)(iv) of the Act. This exclusivity began to
run on the date the New Jersey District Court’s decision was entered in the docket,
December 18, 2002.

Under section 505(A) of the Act, certain changes in the conditions described in this ANDA
for the 15 mg and 30 mg strengths require an approved supplemental application before the
change can be made.

Post-marketing requirements for this ANDA for the 15 mg and 30 mg strengths are set forth
in 21 CFR 314.80-81. The Office of Generic Drugs should be advised of any change in the
marketing status of the 15 mg and 30 mg strengths.

We request that you submit, in duplicate, any proposed advertising or promotional copy that
you intend to use in your initial advertising or promotional campaign for the 15 and 30 mg
strengths of this drug product. Please submit all proposed materials in draft or mock-up
form, not final print. Submit both copies together with a copy of the proposed or final
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printed labeling to the Division of Drug Marketing, Advertising, and Communications
(HFD-240). Please do not use Form FD-2253 (Transmittal of Advertisements and
promotional Labeling for Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81 (b)(3) which requires that materials for any
subsequent advertising or promotional campaign be submitted to our division of Drug
Marketing, Advertising, and Communications (HFD-240) with a completed Form FD-2253
at the time of their initial use.

As previously noted, should the agency conclude that TEVA is also eligible for 180-day
generic drug exclusivity for Mirtazapine Tablets 45 mg, the office will issue a separate
approval letter to TEVA for the 45 mg strength. In the event that another applicant is found
to be eligible for the exclusivity, in order to provide for the final approval of your
Mirtazapine Tablets, 45 mg, please submit a supplemental application providing the
information requested beginning with the last paragraph on page 2 through page 3 of the
tentative approval letter dated October 8, 2002. This information should be clearly
designated in your cover letter as a “SUPPLEMENTAL APPLICATION — EXPEDITED
REVIEW REQUESTED”.

If you have questions about the status of this application, and prior to your submission of the
supplemental application referenced above, please contact Mark Anderson, R.Ph., Project
Manager, at (301) 827-5789 for further instructions.

S‘iricerely yours,
S (Sl
/GaryBueher //7/"{/0}

Director
Office of Generic Drugs :
Center for Drug Evaluation and Research
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ANDA 76-119

TEVA Pharmaceuticals USA
Attention: Phillip Erickson
1090 Horsham Road

P.0O. Box 1090

North Wales, PA 19454-1090

Dear Sir:

This is in reference to your abbreviated new drug
application (ANDA) dated February 26, 2001, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and
Cosmetic Act (Act), for Mirtazapine Tablets, 15 mg, 30 mg,
and 45 mg.

Reference is also made to your amendments dated April 5,
April 23, May 1, May 20, and July 5, 2002.

We have completed the review of this abbreviated
application and have concluded that based upon the
information you have presented to date, the drug is safe
and effective for use as recommended in the submitted
labeling. Therefore, the application remains tentatively
approved. This determination is based upon information
available to the Agency at this time (i.e., information in
your application and the status of current good
manufacturing practices (cGMPs) of the facilities used in
the manufacture and testing of the drug product). The
determination is subject to change on the basis of new
information that may come to our attention. This letter
does not address notice issues related to the 180-day
exclusivity provisions under section 505(3) (5) (B) (iv) of
the Act.

The listed drug product referenced in your application,
Remeron Tablets of Organon Inc. (sub. Akzona Inc.), is
subject to a period of patent protection which expires on
June 16, 2017, [U.S. Patent No. 5,977,099, (the ‘099



patent)]. vYour application contains a Paragraph 1V
Certification to the ‘099 patent under Section
505(j)(2)(A)(vii)(IV) of the Act. The Certification States
that the ‘099 Patent is invalid, unenforceable Oor will not
be infringed by your manufacture, use, or sale of this drug
product. Section 505(j)(5)(B)(iii) of the Act provides
that approval of an ANDA shal] be made effective
immediately, unless an action is brought against TEvA
Pharmaceuticals USA (TEVA) for infringement of the patent
that is the subject of the certification (the ‘099 patent) .
You have notified the agency that TEVA has complied with
the requirements of Section 505(j)(2)(B) of the Act and
that litigation is underway in the United States District
Court for the District of New Jersey involving_a challenge
to the ‘099 patent (Akzo Nobe] N.V. and Organon Inc. v.
TEVA Pharmaceuticals USA, Civil Action No. 01-2682 [FSHT) .
Therefore, final approval cannot be granted until-:

1. a. the expiration of the 30-month period
provided for in section 505(j)(5)(B)(iii)
since the date of receipt of the 45-day
notice required under section
'505(j)(2)(B)(i), unless the court has

b. the date of a court decision

[505(j)(5)(B)(iii) (I), (II), or (I11)7],
or, '
c. the patent has expired, and
2. The Agency is assured there is no new information
that would affect whether final approval should
be granted.

approval. Your amendment must pProvide: -



1. A copy of a court order or judgement, a
settlement agreement between the parties, a
licensing agreement between you and the patent
holder, or any other relevant information, and

2. a. updated'information related to final-printed
labeling or chemistry, manufacturing and
controls data, or any other change in the
conditions outlined in this abbreviated
application, or

b. a statement that no such changes have been
made to the application since the date of
tentative approval.

application and the status of the manufacturing and testing
facilities! compliance with current goocd manufacturing
procedures are subject to Agency review before final
approval of the application will be made.

In addition to, or instead of, the amendments referred to

above, the Agency may, at any time prior to the final date
of approval, request that you submit amendments containing
the information requested above.

Failure to submit either or both amendments may result in
rescission of this tentative approval determination, or
delay in issuance of the final approval letter.

The drug product that is the subject of this abbreviated
application 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 before the effective final approval date is prohibited
under section 501 of the Act. Also, until the Agency
issues the final approval letter, this drug product will
not be listed in the Agency's "Approved Drug Products with
Therapeutic Equivalence Evaluations™ list.



The amendment requesting final approval should be
designated as a MINOR AMENDMENT - FINAL APPROVAL REQUESTED
in your cover letter. Should you have additional questions
about the status of this application, please contact Mark
Anderson, R.Ph., Project Manager, at 301-827-5789.

Sincerely yours,

Gary Buehler O

Director ‘ /@/bz—

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 76-119

AN 15 2002

TEVA Pharmaceuticals USA
Attention: Phillip Erickson
1090 Horsham Road

P.O. Box 1090

North Wales, PA 19454-1090

Dear Sir:

This is in reference to your abbreviated new drug
application (ANDA) dated February 26, 2001, submitted
pursuant to Section 505(3j) of the Federal Food, Drug, and
Cosmetic Act (Act), for Mirtazapine Tablets, 15 mg, 30 mg,
and 45 mg. :

Reference is also made to your amendments dated April 12,
May 2, May 11, May 14, July 27, September 10, November 27,
and December 28, 2001.

We have completed the review of this abbreviated
application and have concluded that based upon the
information you have presented to date, the drug is safe
and effective for use as recommended in the submitted
labeling. Therefore, the application is tentatively
approved. This determination is based upon information
available to the Agency at this time (i.e., information in
your application and the status of current good
manufacturing practices (cGMPs) of the facilities used in
the manufacture and testing of the drug product). The
~determination is subject to change on the basis of new
information that may come to our attention. This letter
does not address notice issues related to the 180-day
exclusivity provisions under section 505(3) (5) (B) (iv) of
the Act.

The listed drug product referenced in your application,
Remeron Tablets of Organon Inc. (sub. Akzona Inc.), is
subject to a period of patent protection which expires on
June 16, 2017, [U.S. Patent No. 5,977,099, (the ‘099



patent)]. Your application contains a Paragraph IV
Certification to the ‘099 patent under Section
505(j)(2)(A)(vii)(IV) of the Act. The certification states
that the ‘099 patent is invalid, unenforceable or will not
be infringed by your manufacture, use, or sale of this drug
product. 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 TEVA
Pharmaceuticals USA (TEVA) for infringement of the patent
that is the subject of the certification (the ‘099 patent) .
You have notified the agency that TEVA has complied with
the requirements of Section 505(j) (2) (B) of the Act and
that litigation is underway in the United States District
Court for the District of New Jersey involving a challenge
to the ‘099 patent (Akzo Nobel N.V. and Organon Inc. v.
TEVA Pharmaceuticals USA, Civil Action No. 01-2682 [FSH]) .
Therefore, final approval cannot be granted until:

1. a. the expiration of the 30-month period
provided for in section 505(3) (5) (B) (iii)
since the date of receipt of the 45-day
notice required under section
505(3) (2) (B) (1), unless the court has
extended or reduced the period because of
the failure of either party to reasonably
cooperate in expediting the action, or,

b. the date of a court decision
(505(3) (5) (B) (iii) (I), (II), or (III)],
or, -
c. the patent has expired, and
2. The Agency is assured there is no new information
that would affect whether final approval should
be granted. '

In order to reactivate your application prior to final
approval, please submit a MINOR AMENDMENT - FINAL APPROVAL
REQUESTED approximately 90 days prior to the date you
believe your application may be considered for final
approval. Your amendment must provide:



1. A copy of a court order or judgement, a
settlement agreement between the parties, a
licensing agreement between you and the patent
holder, or any other relevant information, and

2. a. updated information related to final-printed
labeling or chemistry, manufacturing and
controls data, or any other change in the
conditions outlined in this abbreviated
application, or

b. a statement that no such changes have been
made to the application since the date of
tentative approval.

Any changes in the conditions outlined in this abbreviated
application and the status of the manufacturing and testing
facilities' compliance with current good manufacturing
procedures are subject to Agency review before final
approval of the application will be made.

In addition to, or instead of, the amendments referred to

above, the Agency may, at any time prior to the final date
of approval, request that you submit amendments containing
the information requested above.

Failure to submit either or both amendments may result in
rescission of this tentative approval determination, or
delay in issuance of the final approval letter.

The drug product that is the subject of this abbreviated
application 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 before the effective final approval date is prohibited
under section 501 of the Act. Also, until the Agency
issues the final approval letter, this drug product will
not be listed in the Agency's "Approved Drug Products with
Therapeutic Equivalence Evaluations" list.

The amendment requesting final approval should be
designated as a MINOR AMENDMENT - FINAL APPROVAL REQUESTED



in your cover letter. Should you have additional guestions
about the status of this application, please contact Mark
Anderson, R.Ph., Project Manager, at 301-827-5789.

Sincerely yours,

/ !
: 'Sl

/ .
Gary Bueh\ler ,[l§/0-z_

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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ng and 30 mg

Mirtazapine tablels are an orally admrmslered drug. Mirtazapine has a tetracyclic
chemical structure and belongs to the group of It

TAIYEU U £1 10 D¢ NIUAY. A 1D SWUY US SINAL UESIYI) UUILEY @ igiies uudt
(up to 50 mg) per day and also showed effectiveness.

is designated 1.2,3.4,10,14b-hexahydro-: 2<memy|pyranno[2 1-a)pyrido[2,3-¢]
benzazepine and has the molecufar formula of Gy7HgNy. ts molecular weight is
265.36. The structural formula is the following and it is the racemic mixture:

“NCHy

Mirtazapine is a while to creamy white crystalline powder which is slightly soluble
in water.

Mirtazapine tablets are supplied for oral administration as scored tablets containing
15 or 30 mq of mirlazapine. Each tablet also contains the following inactive
ingredients: colloidat silicon dioxide, corn starch, hydroxypropyl methyiceliulose,
lactose ium stearate, iylene glycol 400, povidone, and
titanium dioxide. The 15 mg-tablet also contains iron oxide yellow and polyethylene
glycol 6000. The 30 mg-tablet also contains iron oxide red, iron oxide yellow, and
polyethylene glycol 6000.

CLINICAL PHARMACOLOGY

Pharmacodynamics

The mechanism of action of mirtazapine fblets, as with other drugs effective in the
treatment of major depressive disorder, is unknown.

Evidence gathered in preclinical studies sugpests that mirtazapine enhances central
noradrenergic and _serotonerglc activity. These studies have shown that mirtazapine

of age and gender subsets of the population did not reveal any

differential responsiveness on the basis of these subgroupings.

INDICATIONS AND USAGE

Mirtazapine Tablets are indicated for the treatment of major depressive disorder.

The efficacy of mirtazapine in the treatment ot major depressive disorder was
ished in six'week controlled irials of

WUl LLap e 1dS nUL ogen Or USeQ W any

extent in paients with a recent history of myocardial infarction or other significant
heart disease. Mirtazapine was associated with significant orthostatic hypoten-
sion in early clinical pharmacology trials with normal volunteers. Orthostatic
hypotension was infrequently observed in clinical trials with depressed patients
Mirtazapine should be used with caution in patients with known cardiovasculai
or cerebrovascular disease that could be exacerbated by hypotension (history o'
myocardlal mtarcnon angina, or ischemic slroke) and conditions that wouic

most closely to ihe Diagnostic and Statistical Manual of Mental Disorders —
3rd edition (DSM-1!I) category of major depressive disorder (see CLINICAL
PHARMACOLOGY).

A major depressive episode (DSM-1V) implies a p and relatively

pati y ia, and treatmen
wnh anllhypenenswe medication).
Mirtazapine clearance is decreased in patients with moderate [ulomerularflltmnor
rate (GFR) = 11 to 39 mL/min/1.73 m2) and severe [GFR < 10 mL/min/1.73 m2'

(nearly every day for at least 2 weeks) depressed or dysphoric mood that usually
interferes with daily functioning, and includes at least five of the following nine
symptoms: depressed mood, loss of interest in usual activities, significant change
in weight and/or appetite. insomnia or hypersomnia, psychomotor agitation or
retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking
or impaired concentmtion a suicide anempt or suicidal ideation.

The i i ing in i patients has not been
adequately studred The physician who elects to use mirtazapine for extended
periods should periodically re-avaluate the long-term usefulness of the drug for the
individual patient.

CONTRAINDICATIONS

Mirtazapine Tablets are contraindicated in patients with a known hypersensitivity
to mirtazapine.

WARNINGS

Agranulocytosis

In premarketing clinical lrials two {one with Sjoren’s Syndrome) oul of 2,796
patients treated with tablels

renal impait and also in patients with hepatic impairment. Caution is indicatec
in administering mirtazapine to such patients (See CLINIGAL PHARMACOLOGY
and DOSAGE AND ADMINISTRATION).

Information for Palients

Physicians are advised to discuss the following issues with patients for whom
they prescribe mirtazapine:

Agranulgeytosis

Patients who are to receive mirtazapine should be warned about the risk o'
developing agranulocytosis. Patients should be advised to contact their physiciar
if they experieace any indication of infection such as fever, chills, sore throat
mucous membrane uiceration or other possible signs of infection. Particulal
attention should be paid to any flu-like complaints or other symptoms that migh
suggest infection.

ith Cognit Peri
Mirtazapine may impair judgment, thinking, and particularly, motor skills
because of its prominent sedative effect. The with

use may impair a patient’s ability to drive, use machines or perform tasks tha

count {ANC) < 500/mm? with assgciated signs and symgtoms, e.g.,

acts as an at central p ay gic inhibitory

and heteroreceptors, an action mal is postulaled to result in an increase in central
noradrenergic and serotonergic activity.

Mirtazapine is a potent antagonist of 5-HT, and 5-HT; receptors. Mirtazapine has
no signifcant affinity for the 5-HT, and 5-HTyg receptors.

pine is a potent of (Hy) receptors, a property that may
explam its prominent sedauve effects.

isa gi a property that may

explam the onhosmic reported in i with its use.

Mirtazaping is a ist at i ptors, a property that may

explain the relatively low inci of anticholinergic side effects with

its use.

Pharmacokinelics

Mirtazapine is rapidly and completely absorbed following oral administration and has
a half-life of about 20 to 40 hours. Peak plasma concentrations are reached within
about 2 hours following an oral dose. The presence of food in the stomach has a
minimal effect on both the rate and extent of absorption and does not require a dosage
adjustment

Mirtazapine is ively
of i

after oral administration. Major
and ylation followed by glucuronide
conjugation. In vitro dalz from human liver microsomes indicate that cytochrome

206 and 1A2 are involved in the formation of the 8-hydroxy metabolite of mirtazapine,
whereas cy 3Ais i 1o be ible for tie formation of the
N and N-oxide Mirtazapine has an absolute hloavallablllry of
aboul 50%. It is eliminated pregominantly via urine (75%) with 15% in feces.
Several possess ical activity but are present
Frepias VE . The (-) enantiomer has an efimination half-life that
gy ’a r as the (+) enantiomer and therefore achieves plasma
chw 1.353} boug I es as high as that of the (+) enantiomer.
P.f ga £al ated to dose over a dose range of 15 to 80 mg. The
s@_r_i | Todi f-life of mirtazapine after oral administration ranges from
2 rs across age and gender subgroups, with females of
all ages exhibiting significantly longer elimination half-lives than males (mean halt-
fife of 37 hours for females vs 26 hours for males). Steady state plasma ievels of
mirtazapine are attained within 5 days, with about 50% accumulation (accurmulation
ratio = 1.5).
Mirtazapine is approximately 85% bound to plasma proteins aver a concentration
range of 0.01 to 10 meg/mL.
pecrpﬁ’npulalluns

Followmg oral administration of mirtazapine 20 mg/day for 7 days to subjects
of varying ages (range, 25 to 74), oral clearance of mirtazapine was reduced in the
elderly compared to the younger subjects. The differences were most striking i
males, with a 40% lower clearance in elderly males compared to younger males,
while the clearance in elderly females was only 10% lower compared to younger
females. Caution is indicated in administering mirtazapine to eiderly patients (see
PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Pediatrics

Safety and effectiveness of mirtazapine in the pediatric population have not been
established (see PRECAUTIONS).

The mean elimination half-life of mirtazapine after oral administration ranges from
approxnma:ely 20 10 40 hours across age and gender subgroups, with females of
all ages exhil longer fon half-lives than males (mean half-
life of 37 hours for females vs 26 hours for males) (see Pharmacokinelics).

Race
There have been no clinical studies to evalvate the effect of race on the
pharmacokinetics of mirtazapine.

Benal Insyfficiency

n of mirtazapine was stumed in patients with varymg degrees of renal
of with Total

body clearance of mirazapine was reduced approximately 30% in patients with

moderate (Cler = 11 to 39 mU/min/1.73 m2) and approximately 50% in patients

with severe (Cler = < 10 mU/min/1.73 m2) renal impaimment when compared to normal

subjects.

Caution is indicated in administering mirtazapine to patients with cumpromised renal

function (see PRECAUTIONS and DOSAGE AND ADMINISTRATIOR).

Hegatic Insufficiency

Following a single 15 mg ural dose of mrnazapme the oral clearance of mirtazapine

was by ap 30%in ically impaired patients compared to

subjects with normal hepatic function. Caution is indicated in administering

mirtazapine to patients with compromised hepatic function (see PRECAUTIONS

and DOSAGE AND ADMINISTRATION).

Clinical Trials Showing Effectiveness

The efficacy of mirtazapine tablets as a treatment for major depressive disorder
was i in four placeb 6-week trials in adult outpatients meeting
DSM-1Il criteria for major depressive disorder. Patients were fitrated with mirtazapine
from a dose range of 5 mg up 1o 35 mg/day. Overall, these studies demonstrated
mirtazapine to be superior o placebo on at least three of the following four measures:
21-ltem Hamilton Depression Rating Scale (HDRS) total score; HDRS Depressed
Mood Item; CGI Severity score; and y and Asberg D ion Rating
Scale (MADRS). Superiority of mirtazapine over placebo was also found for certain
factors of the HDRS, including anxiety/somatization factor and sleep disturbance
factor. The mean mirtazapine dose for patients who completed these four studies

{ever, infection, elc.) and a third patient developed severe neutropenia (ANC
< 500/men without any associated symptoms). For these lhree patients, onset
of severe neutropenia was detected on days 61, 9, and 14 of treatment, respectively.
All three patients recovered after mirtazapine was stogped. These three cases
yield acrude of severe (with or without i

of approximately 1.1 per thousand patieats exposed, with a very wide 95%
confiderce Interval, i.e., 2.2 cases per 10,000 lo 3.1 cases per 1000. Ha
patient develops a sore throat, fever, stomatitis or other sigas of infection,
along wilh a lew WBC count, with should be di

and the patient should be clnsaly monitored.

MAQ Inhibitors

Ir patients receiving other ¢rugs for major disorder in

with 2 menoamine oxidase Inhibitor (MAQI) and in patients whe have recent-
iy discontinued a drug for major depressive disorder and then are staried on an
MAD, there have been reporis of serious, and sometimes fatal, reaclioss, e.g.,
mcludlng nausea, vnmllmg. flushing, dlmness {remor, myo:lunus rigidity,
instability with rapid fluctuations of vital
signs, selzures, and mental stalus changes ranging from agitation to coma.
Although there are no human data pertinent to such an interaction with mirtazagine,
itis recommended that mirtazapine nol be used in combination with an MAGI,
or within 14 days of initiating or discontinuing therapy with an MAOI.

PRECAUTIONS
General

mnolen
in U.S. controlled studies, somnolence was reported in 54% of pahents treated
with mirtazapine, compared to 18% for placebo and 60% for amitriptyline. In these
studies, resulted in di ion for 10.4% of mirtazapine treated
patients, compared to 2.2% for placebo. it is unclear whether or not tolerance
develops to the stfects of Because of mi
significant effects on impairment of performance, patients should be cautioned
about engaging in activities requiring alertness until they have been able to assess
the drug’s effect on their own per (see ion for
Patients).
Dizziness
In U.S. controtled studies, dizzinass was reported in 7% of patients treated with
mirtazapine, compared to 3% for placebo and 14% for amitriptyline. |t is unclear
whether or not tolerance develops to the dizziness observed in association with the
use of mirtazapine.

Weight Gai
In U.S. conlrolled studies, appefite increase was reported in 17% of patients treated
with mirtazapine, compared to 2% for placebo and 6% for amitriptyline. In these
same trials, weight gain of > 7% of body weight was reported in 7.5% of patients
treated with mirtazapine, compared to 0% for placebo and 5.9% for amitriptyline.
In a poo! of premarketing U.S. studies, including many patients for long-term, open
1abel treatment, 8% of patients receiving mirtazapine discontfinued for weight gain.
In an 8-week fong pediatric clinical trial of doses betwaen 15 to 45 mg/day, 49% of
mirtazapine-treated patients had a weight gain of at least 7%, compared to 5.7%
of placebo-treated patients {see PRECAUTIONS, Pedialric Use).

Cholestergl/Trigivcerides

InU.8. lled studies, i 1o 2 20% above the
upper limits of normal were observed in 15% of patients treated with mirtazapine,
compared to 7% for piacebo and 8% for amitriptyline. In these same studies,
nonfasting triglyceride increases to > 500 mg/dL were observed in 6% of patients

require . Thus, patients should be cautioned about engaging ir
hazardous activities until they are reasonably certain that mirtazapine therapy
does not adversely affect their ability to engage in such activities.

Completing Course of Therapy
While patients may nolice improvement with mirtazapine therapy in 1 to 4 weeks
they should be advised to continue therapy as directed.

Concomitant Medication

Patients should be advised to inform their physician if they are taking, or intent
to take, any prescription or over-the-counter drugs since there is a potential fo
mirtazapine to interact with other drugs.

Alcohol

The impairment of cognilive and motor skills produced by mirtazapine has beer
shown to be additive with those produced by alcohol. Accordingly, patient:
should be advised to avoid alcoho! while taking mirtazapine.

Patients should be advised to notify their physician if they become pregnant o.
intend to become pregnant during mirtazapine therapy.

rsin
Patients should be advised to notify their physician if they are breast-feeding ar
infant.

Laboratory Tests
There are no routine laboratory tests recommended.

Drug interactions

As with other drugs, the potential for i by a variety of

(e.0., pharmacodynamic, pharmacokinetic inhibition or anhancement, etc.) is
possibility (see CLINICAL PHARMACOLOGY).

Drugs Affecting Hepatic Metabolism
The metabolism and pharmacokinetics of mirtazapine tablets may be affected b
the induction or inhibition of drug-metaboiizing enzymes.

D re M li ng/or_ Inhibit firome P4!

Many drugs are metabolized by and/or inhibit various cytochrome P45(
enzymes, e.g., 206, 1A2, 3A4, etc. In vitro studies have shown that mirtazapine
is a substrate for several of thiese enzymes, including 206, 1A2, and 3A4. Whilt
in vitro studies have shown that mirtazapine is not a potent inhibitor of any o
these enzymes, an indication that mirtazapine is not likely to hawve a clinicall:
significant inhibitory effect on the metabolism of other drugs that are substrate:
for these cytochrome P450 enzymes, the concomitant use of mirazapine witl
most other drugs metabolized by these enzymes has not been formally studied
Consequently, it is not possible to make any definltive statements about the risk:
of coadministration of mirtazapine with such drugs.

Alcghol

Concomitant of alcohol to 60 g) had a minimal effec
on plasma levels of mirtazapine (15 mg) in 6 healthy male subjects. However
the impairment of cognitive and motor skills produced by mirtazapine wer
shown to be additive with those produced by alcohol. Accordingly, patient:
should be advised to avoid alcohol while taking mirtazapine.

Diazepam
Ci R of di (15 mg) had a minimal effect on plasm:
levels of mirtazapine (15 mg) in 12 heafthy subjects. However, the impairmen
of motor skills produced by mirtazapine has been shown to be additive wit
those caused by diazepam. Accordingly, patients should be advised to avoic
dlazepam and olher similar drugs while taking mirtazapine.

L i of Ferlility

treated with mirtazapine, compared to 3% for placebo and 3% for

Transaminase Elevations

Clinically significant ALT (SGPT) elevations (> 3 times the upper limit of the
normal range) were observed in 2.0% (8/424) of patients exposed to mirtazapine
in a pool of short-term U.S. controlled trials, compared to 0.3% (1/328) of placebo
patients and 2.0%-(¥181) of amitriptyline patients. Mnsl of these patients with

nesi:
Can:inouenicity studies were conducted with mirt2zapine given in the diet 2
doses of 2, 20, and 200 mg/kg/day to mice and 2, 20, and 60 mo/kg/day to rats
The highest doses used are approximately 20 and 12 times the maximun
recommended human dose (MRHD} of 45 mg/day ona mg/m2 basis in mice an
rats, respectively. There was an of adenom

ALT increases did not develop signs or

and carcil in male mice at the high dose. !n rats, there was an increase i

with
liver function. While some patients were di for the ALT i in
other cases, the enzyme levels returned to normal despite continued mirtazapine
treatment. Mirtazapine should be used with caution in patients with impaired hepatic
function {see GUNICAL PHARMACDLOGY and DOSAGE AND ADMINISTRATION).

tivation of

adenoma in females at the mid and high doses and in hepatocellufa
tumors and thyroid follicular and i in males &
the high dose. The data suggest that the above effects could possrbly be mediate
by non- the of which to humans is not knowr

The doses used in me mouse study may not have been high enough to full

Mania/hypomania occurred in approxrmately 0.2% (3/1,299 patients) of
treated patients in U.S. studies. Although the incidence of mania/hypomania was
very low during treatment with mirtazapine, it should be used carefully in patients
with a history of maniahypomania.

Seizure

in premarketing clinical trials onty one seizure was reported among the 2,796 U.S.
and non-U.S. patients treated with mirtazapine. However, no controlled studies
have been carried out in patients with a history of seizures. Therefore, care should
be exercised when mirtazapine is used in these patients.

Suic
Suicidal ideation is inherent in major depressive disorder and may persist
until significant remission occurs. As with any patient receiving drugs effective in
the treatment of major depressive disorder, high-risk patients should be closely
supervised during initial drug therapy. Prescriptions of mirtazapine should be
written for the smallest quantity consistent with good patient management, in
order to reduce the risk of overdose.

in_Patients wil ncomitant |k
Clinical experience with mirtazapine in patiems with concomitant systemic illness
is fimited. Accordingly, care is advisable in prescribing mirtazapine for patients
with diseases or conditions that affect ism or

the ic potential of

Mutagenesis
Mirtazapine was not mutagenic or clastogenic and did not induce general DN,
damage as determined in several genotoxicily tests: Ames test, ir vitro gen
mutation assay in Chinese hamster V 79 cells, in vitro sister chromatid exchang
assay in cultured rabbit fymphocytes, in vivo bone marrow micronucleus testi
rats, and unscheduled DNA synthesis assay in Hela cells.
impairment p{ Fertitity
in a fertility study in rats, mirtazapine was given at doses up to 100 mg/k
(20 times the maximum recommended human dose (MRHD) on a mg/m2 basis
Mating and conception were not affected by the drug, but estrous cycling wa
disrupted at doses that were 3 or more times the MRHD and pre-implantatio
losses occurred at 20 times the MRHD.
Pragnancy

1i — Pregnan 1
Reproduction studies in pregnant rats and rabbits at doses up to 100 mg/kg an
40 mg/kg, respectivety (20 and 17 times the maximum recommended huma
dose (MRHD) on a mg/m? basis, respectively), have revealed no evidence
leratnuemc effects. However, in rats, there was an increase in post-implantatio
losses in dams treated with mirtazapine. There was an increase in pup death
during the first 3 days of lactation and a decrease in pup birth weights. Th
cause of these deaths is not known. The effects occurred at doses that were 20 time



the MRHD, but not at 3 times the MRHD, on a mg/m?2 basis. There are no ade-
quate and well controlled studies in pregnant women. Becanse animal
reproduction studies are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.
Nursing Mothers
It is not known whether mirtazapine is excreted in human milk. Because many
drugs are excreted in human milk, caution should be exercised when mirtazapine
is administered to nursing women.
Pedialric Use ”
Safety and effectiveneSs in pediatric patients have not been established. Inan §-
week long pediatric clinicat trial of doses between 15 to 45 mg/day, 49% of
mirtazapine-treated patients had a weight gain of at least 7%, compared to 5.7%
of placebo-treated patients. The mean increase in weight was 4 kg (2 kg SD) for
mirtazapine-treated patients versus 1 kg (2 kg SD) for placebo-treated patients
(see PRECAUTIONS, Increased Appetite/Weight Gain).
Genatric Use

pproxi ly 150 elderly i {2 65 years of age) participated in clinical
studies with mirtazapine. This drug is known to be substantally excreted by the kidney
(75%), and the risk of decreased clearance of this drug is greater in patients with
impaired renal function. Because elderly patients are more fikely to have decreased
renal function, care should be taken in dose selection. Sedaling drugs may cause
confusion and over-sedation in the elderly. No unusual adverse age-related
phenomena were identified in this group. Pharmacokinetic studies revealed a decreased
clearance in the elderly. Caution is indicated in administering mirtazaping to elderly
patients (see GLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
ADVERSE REACTIONS

with i inuation of Tr

Approximately 16 percent of the 453 patienls who received mirtazapine in U.S.
6-week controlled clinical trials discontinued treatment due to an adverse
experience, compared to 7 percent of the 361 placebo-treated patients in those
studigs. The most common events (21%) associated with discontinuation and
considered to be drug related (i.e., those events associated with dropoutat a rate
at least twice that of placebo) included:

Common Adverse Events Associated with Discontinuation
of Tr in 6 k U.S. Mi ine Trials

headache, infection, pain, chest pain, palritation, tachycardia, postural hypoten-
sion, nausea, dyspepsia, diarrtiea, fiatu ence, insomnia, nervousness, libido
decreased, hypertonia, pharyngitis, rhinitis, sweating, amblyopia, tinnitus, taste
perversion.

ECG Changes

The electrocardiograms for 338 patients who received mirtazapine and 261 palients

who received pracebo in 6-week, placebo-controlled trials were analyzed. Prolongation

in Q¢ > 500 msec was not observed among mirtazapine-treated patients; mean

change in QTc was + 1.6 msec for mirtazapine and -3.1 msec for placebo. Mirtazapine

was associated with a mean increase in heart rate of 3.4 bpm, compared to 0.8 bpm

for placebo. The clinical significance of these changes is unknown,

Other Adverse Evenis Dbserved During the Premarketing Evaluation of
Mirazaping

During its premarketing assessment, multiple doses of .mirtazapine were
administered to 2,795 patients in clinical studies. The conditions and duration of
exposure to mirazaping varied greatly, and included (in overlapping categories)
open and double-blind studfes, uncontrolled and controlled studies, inpatient and
outpatient studies, fixed dose and titration studies. Untoward events assoclated
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 standard COSTART-based dictionary terminotogy. The
tr i , therefore, rep the proportion of the 2,736 patients
exposed to multiple doses of mirtazapine who experienced an event of the type
cited on at least one occasion while receiving mirtazapine. All repaorted events are
included except those already listed in the previous table, those adverse experiences
subsumed under COSTART terms that are either overly general or excessively
specific so as to be uninformative, and those events for which a drug cause was
Very remote.

It is important to emphasize that, although the events reported occurred during
treatment with mirtazapine, they were not necessarily caused by-it.

Events are further categorized by body system and listed in order of decreasing
Irequepcy according to the tollowing definitions: frequent adverse events are those

0 0N one or more occasions in at least 1/100 patients; infrequent adverse
events are those occurring in 1/100 to 1/1000 patients; rare events are those
occurring in fewer than 1/1000 patients. Only those events not already listed in the
previous table appear in this fisting. Events of major clinical importance are aiso

in 6-Week U.
P ge of Patients ing with Adverse Fvent
Adverse Event Mirtazapine Placebo
{n=453) {n=361)
10.4% 2.2%
Nausea . 15% 0%

in the WARNINGS and PRECAUTIONS sections.
Body as a Whole; frequent: malaise, inal pain,

X actite;
chills, fever, face edema, ulger, photosensitivity reaction, neck rigidity,

Commonly Observed Adverse Events In U.S. Controlled Clinical Trials

The most commonly observed adverse events associated with the use of
mirtazapine {incidence of 5% or greater) and not observed at an equivalent
incidence among placebo-treated patients {mirtazapine incidence at least twice
that for placebo) were:

Common Treatment-Emergent Adverse Events Associated
with the Use of Mirtazapine in 6-Week U.S. Trials

neckTpain. abdomen enlarged; rare: cellulitis, chest pain substernal.

Cardiovasular Svstem: #equent hyp ion, ilatation; inrequent angina
pectoris, ial infarction, brady ia, ([ , Syncope,
migraine, hypotension; rare: atrial arthythmia, bigeminy, vascular headache,
pulmonary embolus, cerebral ischemia, cardiomegaly, phiebitis, left heart failure.

Digestive System: frequent vomiting, anorexia; infrequent eructation, glossitis,
cholecystitis, nausea and vomiting, gum hemorrhage, stomatitis, colitis, liver

— . ~ function tests rare: tongue di X stomatitis, salivary
F ge of Palients Reporting Adverse Event gland 0 livation, intestinal ion, pancreatitis,
Adverse Event Mirtazapine Placebo aphthous stomatitis, cirrhosis of liver, gastritis, gastroenteritis, oral moniliasis,
(n=453) (n=361) tongue edema.
Somnolence 54% 18% Endocring System: rare: goiter, hypothyroidism.
Increased Appetite 17% 2% Hemic an hati t :ra‘ra'lymphadeno.pamy, leukopenia, petechia, anemia,
Weight Gain 12% 2% SRS _ﬁ’ IID’ " P A & debydrati
- o i L ition; 1 . frequent: thirst; inj equen ehydration,
Dizziness % 3% weight loss; rare: gout, SGpT i d, healing acid
Adverse Events Decurring at an Incidence of 1% or More Among Mi SGPT . diabetes melitus.

Treated Patients
The table that follows enumerates adverse events that occurred atan incidence of 1%
or more, and were more frequent than in the placebo group, among mirtazaping-
treated patients who participated in short-term U.S. placebo-controlled trials in
which patients were dosed in a range of 5 to 60 mg/day. This table shows the
percentage of patients in each group who had at least one episode of an event at
some time during their treatment. Reported adverse events were classified
using a standard COSTART-based dictionary terminology.

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 which prevailed in the clinical
trials. Similarly, the cited frequencies cannot be compared with figures obtained
from other investigations involving different , Uses and i i

. frequent: myasthenia, arthralgia; infrequent arthritis,
fenosynovitis; rare: pathologic fracture, osteoporosis fracture, bone pain, myositis,
tendoh rupture, arthrosis, bursitis.

Nervous System: frequent: h ia, apathy, ion, hy vertigo,
twitching, agitation, anxiety, amnesia, inest ia; infreq ataxia,
delirium, delusi d i inesk i 3
libido i i manic reaction,

neurosis, dystonia, hostility, refiexes increased, emotional lability, euphoria, paranoid
reaclion; sare: aphasia, nystagmus, akamisia. stupor, dementia, diplopia, drug

dependence, paralysis, grand mal .
depression, withdrawal syndrome,

W Irequen_l: cough increased, sinusitis; infrequent: epistaxis,

The cited figures, however, do provide the prescribing physician with some basis
for estimating the relative contribution of drup and non-drug factors to the side
effect incidence rate in the population studied.

INCIDENGE OF ADVERSE GLINICAL EXPERIENCES!
(1%} IN SHORT-TERM Y.S. CONTROLLED STUDIES

is, asthma, rare: asphyxia, laryngitis, preumothorax, hiccup.

in n . frequent pruritus, rash; infrequent: acne, extoliative

dermatitis, dry skin, herpes simplex, alopecia; rare: urticaria, herpes zoster, skin
hypertrophy, seborrhea, skin ulcer,

Spegial Senses: eye pain, abnormality of

deafness, keraloconﬂmcﬁviﬁs, disorder,

1 Events reported by at least 1% of patients treated with mirtazapine are included,
except the following events which had an incidence on placebo > mirtazapine:

5 ear
ody Sysiem i Mirtazapine Placebo pain; rare: blepharitis, partial transitory deafness, ofitis media, taste loss, parosmia.
Adverse Clinical Experience (n=453) (n=361) rogenital System: frequent urinary tract infection; infrequent: kidney calculus,
Bady as a Whote cystilis, dysuria, urinary incontinence, urinary retention, vaginitis, hematuria,
Asthenia 8% 5% nghsrtm%ain, ) leukorrhea, i breaslmm polyuria,
Fiy Syndrome 5% 3% breast enl urinary urgency. )
Back Pain 2% 1% Other Adverse Events Observed During P ing Evaluation of Mi
Digesfive System Adverse events reported since market introduction, which were temporatly (huft n':n
necessarily causally) related to mirtazapine therapy, inchide four cases of the
Dry Mouth » 25% 15% i ia torsades de pointes. In three of the four cases, however,
Increased Appetite 17% 2% drugs were impli All patients 3
Constipation 3% . 7% DRUG ABUSE AND DEPENDENCE
Metabolic and Controlled Substance Class
Nutritional Disorders Mirtazaping Tablets are not a controlled substance.
Weight Gain 12% 2%, Plgyslcal_ and Psychological Depenﬂ_ence o . .
Peripheral - " Mirtazapine has not been systematically studied in animals or humans for its
eripheral Edema 2% 1% potential for abuse, tolerance or physical dependence. While the clinical trials did
Edema 1% 0% not reveal any tendency for any drug-seeking behavior, these observations were
Rl not systematic and it is not possible to predict on the basis of this limited experience
Musc:ul?skeletal System the extent to which a CNS-active drug will be misused, diverted and/or abused once
Myalgia | 2% I 1% marketed. Consequently, patients should be evaluated carefully for history of drug
Nennus System abuse, and such patients should be observed closely for signs of mirtazapine miiuse
. i i 3 -seekiny
Somnolence 54% 5% gghaalvii:re)-(e.g . of tolerance, of dose, drug-seeking
Diziness % 3% OVERDOSAGE
Abnormal Dreams 4% 1% Human Experience . .
Binki o o There is very limited experience with mirtazap]ne overdose. In premarketing
Thinking Abnormal - 3% 1% clinical studies, there were eight reports of mirtazapine overdose alone or in
Tremor 2% 1% ination with other pharmacological agents. The onty drug overdose death
Confusion 2% 0% feported while 12king mirtazapine was in combination with amiuiptyhne and
Respiralory Syst chiarprothixene in a non-U.S. clinical study. Based on plasma levels, the mirtazapine
pliralory System dose taken was 30 to 45 mg, while plasma levels of amitriptyline and chiorprothixene
Dyspnea | 1% I 0% were found to be at toxic levels. All other premarketing overdose cases resuited in
Urogenital System full recovery. Signs and Symptoms reported in association with overdose included
- d , impalred memory, and tachycardia. There were o
Urinary Frequency I 2% I 1% reports of ECG ab ities, coma or i d se with

mirtazapine alone.

Overdose Management
Treatment should consist of those general in the
of overdose with any drug effective in the treatment of major depressive disorder.

Ensure an adequate airway, OXygenation, and ventilation. Monitor cardiac thythm
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 . There is no with the use of
forced diuresis, dialysis, hemoperfusion or exch 1] jon in the

irtazapine overdosage. No specific antidotes for mirtazapine are known.

of mi
ility of multiple-drug involvement.

In i ge, consider the
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 fisted in the Physicians' Desk Reference (PDR).

DOSAGE AND ADMINISTRATION

Inltial Treatment

The recommended starting dose for Mirtazapine Tablets is 15 mg/day, administered
in a single doss, preferably in the evening prior to sieep. tn the controlled clinical
trials ishing the efficacy of mil pine in the of major d i
disorder, the effective dose range was generally 15 to 45 mg/day. While the
relationship between dose and satisfactory response in the treatment of major
di ive disorder for mirtazapine has not been ly explored, patients not
responding to the initial 15 mg dose may benefit from dose increages uptoa
maximum of 45 mg/day.

Mirtazapine has an elimination half-lite of approximately 20 1o 40 hours; therefore,
dose changes should not be made at intervals of less than one to two weeks in order
to allow sufficient time for ion of the thy ic respi to a given dose.

Elderly and Patients with Renat or Hepatic Impairment

The clearance of mirtazapine is reduced In elderly patients and in patients with
moderate to severe renal or hepatic impai [ y, the i
should be aware that plasma mirtazapine levels may be increased in these patient
@roups, compared to levels observed in younger adults without renal or hepatic
impairment (see PRECAUTIONS and CLINICAL. PHARMACOLOGY).

Maimenance/Extended Trealment

Itis generally agreed that acute episodes of depression require several months or

longer of sustained pharmacological therapy beyond response to the acute

episode. It is unknown whether or not the dose of mirtazapine needed for

maintenance treatment is identical to the dose needed to achieve an initiat

response. Patients should be periodi di ine the need for
i and the appropriate dose for such

Switching Pallents To or From a Moroamine Oxidase Inhibitor

At lgast 14 days should elapse between discontinuation of an MAOI and initiation
of therapy with mirtazapine tablets, in addition, at least 14 days should be allowed
after stopping mirtazapine before starting an MAQI.

HOW SUPPLIED

Mirtazapine Tablets are supplied as:

15 mg Tablets — Yellow, round tablet. One side of the tablet scored in half and
debossed with the number 9" on one side of the score and the number “3" on the
other. The other side of the tablet is debossed with the number “7206°. They are
avaitable in bottles of 30 and 100.

30 my Tablets — Red-brown, round tablet. One side of the tablet scored in half
and debossed with the number “9" on one side of the score and the number “3” on
the other. The other side of the tablet is debossed with the number "7207". They
are available in bottles of 30 and 100,
Storage
Store at controlled room temperature 15° to 30°C (59° to 86°F); [see USP
Gontrolled Room Temperaturej.
Dispense In a tight, light-resistant container as defined in the USP, with a
child-resistant closure (as required).

Manufactured By:

TEVA PHARMACEUTICAL IND. LTD.
Jerusalem, 91010, tsraet
Manutactured For:
TEVA PHARMAGEUTICALS USA
Sellersville, PA 18960

Rev. J 1/2003
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SUPERSEDES APPROVAL SUMMARY FOR THE SUBMISSION DATED NOVEMBER 25, 2002
REVIEW OF PROFESSIONAL LABELING
APPROVAL SUMMARY
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-119 Date of Submission: January 22, 2003
Applicant's Name: Teva Pharmaceuticals USA

Established Name: Mirtazapine Tablets, 15 mg and 30 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes
Container Labels: 30s, 100s
Satisfactory in FPL as of the November 27, 2001 submission.(Vol 2.1)
Professional Package Insert Labeling:
Satisfactory in FPL as of the January 22, 2003 submission. (Rev. J 1/2003) (Vol. 3.1))

Revisions needed post-approval: The firm needs to submit an amendment with FPL or reference the
previously submitted FPL for the 45 mg strength when Mylan's 180 day exclusivity expires.

BASIS OF APPROVAL:

Patent/ Exclusivities

Patent Data — 20-415

No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical "
composition
comprising

mirtazapine and
one or more
selective serotonin
reuptake inhibitors

Exclusivity Data - 20-415

Use ‘ Description .
Code/sup Expiration Code Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes (o CLINICAL
S-009 4905 M-18 REMERON IN MAINTAINING A RESPONSE IN E:éggﬁﬁghgi:&
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDD) : DOSAGE AND
ADMINISTRATION

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Remeron® Tablets

NDA Number: 20-415

NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 4/9/02 (8-009) and 9/30/02 (S-015)
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: This application is only approved for the 15 mg and 30 mg strengths.



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Yes

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC.

Does the package proposed have any safety and/or regulatory concerns?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging
configuration? :

Is the strength and/or concentration of the product unsupported by the insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information
on the label).

Has applicant failed to clearly differentiate muitiple product strengths?

Is the corporate logo targer than 1/3 container label? (No regulation - see ASHP guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,
Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? is "Jointly
Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

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

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

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim supporied?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

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

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations
supported and is the difference acceptable?

Because of proposed packaging configuration or for ang other reason,” does this applicant meet fail 1o meet all of he
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them?

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

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.

However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: {Compare bicequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

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




Patent/Exclusivity Issues?: FTr- Check the Orange Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for al| Patents, exclusivities, efc. orif none, please state.

FOR THE RECORD: (portions taken from previous review)

1. Review based on the labeling of Remeron® (NDA 20-415/8-009), approved 4/9/02 and S-015, approved
9/30/02.
The firm has sought pediatric exclusivity for their pediatric clinical studies, however they were denied
exclusivity because of their failure to obtain longer-term safety data as required under the written request.
(See file folder) '

2. Patent/Exclusivities:
one patent — 5977099 — /1 6/17
- NO exclusivities
The firm has filed a Paragraph v certification to the patent.
Summary of labeling changes as a result of the above exclusivity:
a. CLINICAL PHARMACOLOGY |
Last paragraph of section - describing a longer-term study - was carved out,
b. INDICATIONS AND USAGE (Third paragraph)
i. First sentence revised.
ii. Second sentence deleted.
jii. Last sentence revised
c. PRECAUTIONS (Use in Patients with Concomittant liness)
Second sentence deleted.
d. ADVERSE REACTIONS
i. ECG Changes subsection revised
ii. New subsection added as last subsection,

e. DOSAGE AND ADMINISTRATION

Maintenance/Extended Treatment subsection revised.

2. TEVA is the manufacturer,

3 The drug product will be made availabje in container (HDPE) sizes of 30s (CRC) and 100s in all
three strengths. '

4, The inactives are accurately listed in the DESCRIPTION section.(Vol 1.8, p.3860)

5. The tablet descriptions are accurate as seen in the HOW SUPPLIED section.

6. Storage Conditions:



NDA - Store at controlied room temperature 20°-25°C (68°-77°F).

ANDA — Store at controlled room temperature 15° to 30°C (59° to 86°F); [see USP Controlled
Room Temperature].

USP - not USp

7. Dispensing Recommendations:
NDA - Dispense in a tight, light-resistant container as described in the USP,
ANDA - Dispense in a tight, light-resistant container as defined in the USP, with g child-resistant closure
(as required). '
USP - not Usp

8. Scoring: :
NDA - 15 mg and 30 mg - scored
ANDA - 15 mg and 30 mg — scored

9. TEVA is eligible for 180 day exclusivity of the 15 mg and 30 mg strengths only. Mylan believes they are the
first to file a paragraph IV for the 45 mg strength and would be entitied to 180 exclusivity. This approval
summary is only addressing the 15 mg and 30 mg strengths. The firm will need to submit an amendment
or reference the previously submitted FpL for the 45 mg strength when the 180 day exclusivity for the
45 mg expires for Mylan.

Date of Review: 01-23-03 _ Date of Submission: 01-22-03

Primary Reviewer: Michelle Dillahuht Date: /
i ol >
Team Leader: Lill_j,e\qusgn 4 Date:

cC: ANDA: 76-119
DUP/DIVISION FILE
HFD-613/MDillahunt/LGolson (no cc)
V:\FlRMSNZ\TEVA\LTRS&REV\761 19AP2.L
Review
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SUPERSEDES APPROVAL SUMMARY DATED JULY 15, 2002
REVIEW OF PROFESSIONAL LABELING
APPROVAL SUMMARY
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-119 Date of Submission: November 25, 2002
Applicant's Name: Teva Pharmaceuticals USA

Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes
Container Labels: 30s, 100s
Satisfactory in FPL as of the November 27, 2001 submission.(Vol 2.1)
Professional Package Insert Labeling: ‘
Satisfactory in FPL as of the November 25, 2002 submission. (rev. 11/2002) (Vol. 3.1))
Revisions needed post-approval: None

BASIS OF APPROVAL.:
Patent/ Exclusivities

Patent Data — 20415

No Expiration Use Code . Use File

5,977,099 6-16-17 Pharmaceutical I\
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors

Exclusivity Data - 20-415

Use Description .
Code/sup Expiration Code Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes to CLINICAL
5-009 4905 M-18 REMERON IN MAINTAINING A RESPONSE IN PPRHEA(?RAL'JA‘TC!;gkICS)i:é
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDD) DOSAGE AND
ADMINISTRATION

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Remeron® Tablets

NDA Number: 20-415

NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 4/9/02 (S-009) and 9/30/02 (S-015)
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:




REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP suppiement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging

is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

x| x| X| X|-“e

Is this package size mismatched with the recommended dosage? |f yes, the Poison Prevention Act may require a

CRC. X

Does the package proposed have any safety and/or regulatory concerns? X

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? X
X

Is the strength and/or concentration of the product unsupported by the insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might -
require cartoning? Must the package insert accompany the product?

Are there any other safety concems?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information

on the label). X
Has applicant failed to clearly differentiate' multiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive ingredients: (FTR: List page # in application where inactives are listed)

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

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

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

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

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations

supported and is the difference acceptable? X
Because of proposed packaging configuration or for ang other reason, does this applicant meef Tail to meet all of the X
unprotected conditions of use of referenced by the Rl

Does USP have labeling recommendations? if any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.

However, only include soivents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivaiency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?




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

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

FOR THE RECORD: (portions taken from previous review)

1.

Review based on the labeling of Remeron® (NDA 20-41 5/5-009), approved 4/9/02 and S-015, approved
9/30/02.

The firm has sought pediatric exclusivity for their pediatric clinical studies, however they were denied
exclusivity because of their failure to obtain longer-term safety data as required under the written request.
(See file folder)

Patent/Exclusivities:
one patent — 5977099 — 6/16/17
no exclusivities
The firm has filed a Paragraph IV certification to the patent.
Summary of labeling changes as a result of the above exclusivity:
a. CLINICAL PHARMACOLOGY |
Last paragraph of section - describing a longer-term study - was carved out.
b. INDICATIONS AND USAGE (Third paragraph)
i. First sentence revised.
ii. Second sentence deleted.
jii. Last sentence revised
C. PRECAUTIONS (Use in Patients with Concomittant lliness)
Second sentence deleted.
d. ADVERSE REACTIONS
i. ECG Changes subsection revised
ii. New subsection added as last subsection.
e. DOSAGE AND ADMINISTRATION
Maintenance/Extended Treatment subsection revised.
TEVA is the manufacturer. .

The drug product will be made available in container (HDPE) sizes of 30s (CRC) and 100s in all
three strengths.

The inactives are accurately listed in the DESCRIPTION section.(Vol 1.8, p.3860)

The tablet descriptions are accurate as seen in the HOW SUPPLIED section.




6. Storage Conditions:

NDA - Store at controlied room temperature 20°

ANDA - Store at controlled room temperature 1
Room Temperature].
USP - not Usp

7. Dispensing Recommendations:

-25°C (68°-77°F).
5° to 30°C (50° to 86°F); [see USP Controlled

NDA - Dispense in a tight, light-resistant container as described in the use.
ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant closure

(as required).
USP - not USP

8. Scoring:
NDA - 15 mg and 30 mg —
ANDA - 15 mg and 30 mg

scored --- 45 mg - unscored
— Scored --- 45 mg - unscored

Date of Review: 12-30-02

Primary Reviewer: Micfle!l‘e%{hu_r}t

Date of Submission: 11-25-02

Date: l/f/iB

Team Leader: Liltie Golso%i Date: / / )7/) 3
o 7 i
cC: ANDA: 76-119

DUP/DIVISION FILE

HFD-61 3/MDillahunt/LGolson (no cc)

V:\F IRMSNZ\TEVA\LTRS&REV\761 19AP.L
Review
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APPROVAL SUMMARY
‘ REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:  76-119 Date of Submission: July 5, 2002

Applica‘nt's Name: TEVA Pharmaceuticals USA

Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling?
Container Labels: 30s and 100s

Satisfactory in FPL as of November 27, 2001 submission. (Vol 2.1 )
Professional Package Insert Labeling:

Satisfactory in FPL as of July 5, 2002 submission (Vol 3.1 - Rev. F 7/2002)
Revisions needed post-approval: - P| - HOW SUPPLIED - state that the 45 mg tablet is unscored

BASIS OF APPROVAL:

Patent/ Exclusivities

Patent Data — 20-415

No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical I\
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors

Exclusivity Data - 20-415

Use Description .
Code/sup Expiration Code Labeling Impact
» INFORMATION DENOTING THE EFFICACY OF Changes fo CLINICAL
S-009 4905 M-18 REMERON IN MAINTAINING A RESPONSE IN IT\]}-[{)/?CR/":AT{\Ig([\DJEOA?\IY[)‘
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDD) USAGE and DOSAGE
AND ADMINISTRATION

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Reméron® Tablets
NDA Number: 20-415



NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 4/9/02 (S-009)
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:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes No | NA.
Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. X
Is this name different than that used in the Orange Book? X
If not USP, has the product name been proposed in the PF? X

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging

Is this @ new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a

CRC. X
Does the package proposed have any safety and/or regulatory concems? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? X
Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or facking in prominence? (Name should be the most prominent information

on the label). X
Has applicant failed to clearly differentiate multiple product strengths? X

s the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? s "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibifity or stability claims which appear in the insert labeling? Note:

Chemist should confirm the data has been adequately supported. X

Scoring! Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg
and the 30 mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

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

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

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term “other ingredients"” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement fists e.g., Opacode, Opaspray?

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

x| X[ x| x| x| x| x|

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fait to meet or exceed USP/NDA recommendations? If so, are the recommendations
supported and is the difference acceptable? :




Because of proposed packaging configuration or for ang other reason, does this applicant meet 1ail 1o meet all of the X
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them? X
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? It s0, USP information should be used.

However, only include solvents appearing in innovator labeling. X

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?
Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

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

.FOR THE RECORD: (portions taken from previous review)
1. Review based on the labeling of Remeron®, approved 4/9/02 (IN DRAFT).

2. Patent/ Exclusivities:
two patents — 5977099 - 6/16/17
6399310 -- 2/12/21

The firm has filed a Paragraph IV certification to both patents. The second patent is not listed in
the Orange Book yet. :
One exclusivity (M-18) [expires 4-9-05] for the use of this drug product for maintenance therapy.
Summary of labeling changes as a result of the above exclusivity:
a. CLINICAL PHARMACOLOGY

Last paragraph of section - describing a longer-term study - was carved out.
b. INDICATIONS AND USAGE (Third paragraph)

i. First sentence revised.

ii. Second sentence deleted.

iii. Last sentence revised
C. ADVERSE REACTIONS

i ECG Changes subsection revised

ii. New subsection added as last subsection.

d. DOSAGE AND ADMINISTRATION
Maintenance/Extended Treatment subsection revised,
3. TEVA is the manufacturer.

4. ' The drug product will be made available in container sizes of 30s (CRC) and 100s in all three
strengths.



5. The inactives are accurately listed in the DESCRIPTION section.
6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section.

7. Storage Conditions:
NDA — Store at controlied room temperature 20°-25°C (68°-77°F).
ANDA - Store at controfled room temperature 15° to 30°C (59° to 86°F); [see USP Controlled
Room Temperature].
USP - not Usp

8. Dispensing Recommendations:
NDA - Dispense in a tight, light-resistant container as described in the USP,
ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant closure
(as required). :
USP - not Usp

9. Scoring:
NDA — 15 mg and 30 Mg — scored --- 45 mg - unscored
ANDA - 15 mg and 30 Mg — scored --- 45 mg - unscored

Date of Review: 7-12-02 Date of Submission: 7-5-02

Primary Reviewer- Adolph Vezza Date:

S0

s | ‘
Team Leader: Lillie Golgon | ‘-veﬁ Date:

S| 74/
cc: ANDA: 76-119

DUP/DIVISION FILE
HFD-613/AVezza/LGolson (no cc)
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:  76-119 Dates of Submission:  May 1 and May 20, 2002

Applicaht's Name: TEVA Pharmaceuticals USA

Established Name: Mirtazapine Tableté, 15 mg, 30 mg, and 45 mg

Labeling Deficiencies:

INSERT

1.

PRECAUTIONS

General, Use in Patients with Concomitant Ilness, second paragraph - Add the following as the
second sentence:

"... heart disease. Mirtazapine was not associated with clinically significant ECG abnormalities in
U.S. and non-U.S. placebo controlled trials. Mirtazapine was ..."

DOSAGE AND ADMINISTRATION
Maintenance/Extended Treatment - Add the following as the first sentence:

It is generally agreed that acute episodes of depression require several months or longer of
sustained pharmacological therapy beyond response to the acute episode. It is unknown ...

Please revise your insert labeling, as instructed above, and submit 4 draft copies for a tentative
approval or 12 final printed copies for a full approval of this application. If draft labeling is
provided, please be advised that you will be required to submit 12 final printed copies of all labels
and labeling at least 60 days prior to full approval of this application. In addition, you should be
aware that color and other features (print size, prominence, etc) in final printed labeling could be
found unacceptable and that further changes might be requested prior to approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes — http://www.fda.gov/cder/ogd/rld/labeling_review__branch.html

APPTARS THIS WAY
G ORIGINAL



To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling?
Container Labels: 30s and 100s
Satisfactory in FPL as of November 27, 2001 submission. (Vol 2.1)
Professional Package Insert Labeling:
Revisions needed post-approval: -

BASIS OF APPROVAL:

Patent/ Exclusivities
Patent Data — 20-415

No Expiration Use Code Use File

5,977,099 6-16-17 Pharmaceutical v
composition
comprising

mirtazapine and
one or more
selective serotonin
reuptake inhibitors

Exclusivity Data - 20-415

Use Description .
Code/sup Expiration Code Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes to CLINICAL
S-009 4.9.05 M-18 REMERON IN MAINTAINING A RESPONSE IN g:égk@ﬁgrbge\/é
; ~ ; PATIENTS WITH MAJOR DEPRESSIVE DISORDER DOSAGE ANDan
(MDD)
ADMINISTRATION

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Remeron® Tablets

NDA Number: 20-415

NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 4/9/02 (S- 009)
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:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes | No | NA - .

Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. X
Is this name different than that used in the Orange Book? X
If not USP, has the product name been proposed in the PF? X

Error Prevention Analysis
Has the firm proposed a proprietary name? No. X
Packaging
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X
Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC. ) ) X
Does the package proposed have any safety and/or regulatory concerns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging .
configuration? X




Is the sirength and/or concentration of the product unsupported by the insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information

on the label). X
Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:

Chemist should confirm the data has been adequately supported. X

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg
and the 30.mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

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

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

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

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

x| x| x| x| x| x| x|+

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations

supported and is the difference acceptable? X
Because of proposed packaging configuration or for ant\g other reason, does this applicant meet fail 1o meel all of the X
unprotected conditions of use of referenced by the RLD? 5

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X
Failure of DESCRIPTION to mest USP Description and Solubility information? If so, USP information should be used.

However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Trmax, T 1/2 and date
study acceptable)

Insert labefing references a food effect or a no-effect? If so, was a food study done?

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

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

FOR THE RECORD: (portions taken from previous review)
1. Review based on the labeling of Remeron®, approved 4/9/02 (IN DRAFT).

2. Patent/ Exclusivities:
one patent — 5977099 - 6/16/17
‘The firm has filed a Paragraph IV certification to the patent.

One exclusivity (M-18) [expires 4-9-05] for the use of this drug product for maintenance therapy.




3. TEVA is the manufacturer.
4, The drug product will be made available in container sizes of 30s (CRC) and 100s in all three
strengths.
5. The inactives are accurately listed in the DESCRIPTION section.
6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section.
7. Storage Conditions:
NDA - Store at controlled room temperature 20°-25°C (68°-77°F).
ANDA — Store at controlled room temperature 15° to 30°C (59° to 86°F); [see USP Controlled
Room Temperature].
USP — not USP
8. Dispensing Recommendations:
NDA — Dispense in a tight, light-resistant container as described in the USP.
ANDA - Dispense in a tight, light-resistant cortainer as defined in the USP, with a child-resistant closure
(as required).
USP - not USP
9. Scoring:
NDA ~ 15 mg and 30 mg — scored --- 45 mg - unscored
ANDA - 15 mg and 30 mg — scored --- 45 mg - unscored
Date of Review: 7-3-02 Dates of Submission: 5-1 and 5-20-02
Primary Reviewer: Adolph_ﬁ‘zé Date:
N
/ 7§02
- . !
Team Leader: Lillie GO}SW%,,; ] : Date: '
TN £ ‘ w_F7 7/\)707/
cc: ANDA: 76-119

DUP/DIVISION FILE

HFD-613/AVezzal/l.Golson (no cc)
aev/7/3/02|V\FIRMSNZ\TEVA\LTRS&REV\76119na2.|
Review




(supersedes tentative approval summary dated 9-20-01)
TENTATIVE APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-119 Date of Submission: November 27, 2001
Applicant's Name: TEVA Pharmaceuticals USA

Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes
Container Labels: 30s and 100s
Satisfactory in FPL as of November 27, 2001 submission.
Professional Package Insert Labeling:
Satisfactory in FPL as of November 27, 2001 submission.
Revisions needed post-approval: - None

BASIS OF APPROVAL.:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Remeron® Tablets

NDA Number: 20-415

NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 8/30/00 (S-006)
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:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes No | NA.

Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. X
Is this name different than that used in the Orange Book? X
If not USP, has the product name been proposed in the PF? X

Error Prevention Analysis .
Has the firm proposed a proprietary name? No. kX
Packaging ‘
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X
Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC. X
Does the package proposed have any safety and/or regulatory concerns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging
configuration? . X
Is the strength and/or concentration of the product unsupported by the insert labeling? X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X
Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product? X




Ure there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information
on the label).

Has applicant failed to Clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Does RLD make special differentiation for thig label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,
Warning Statements that might be in red for the NDA)

Is the Manufactured by/istributor statement incorrect or falsely inconsistent between labels and labeling? Is “Jointly
Manufactured by, .", statement needed? ‘

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg
and the 30 mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

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

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

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

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

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container fecommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations
supported and is the difference acceptable?

Because of proposed packaging connguration or for ang other reason, does thig applicant meet fail to meet al of the
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If 50, is NDA and/or ANDA in a light resistant container?

However, only include solvents appearing in innovator labeling.

Failure of DESCRIPTION to meet USP Description and Solubility information? If 50, USP information should be used.

Bioequivalence Issues; (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X
Pate_nt/Echusivity Issues?: FTr: Check the Orange Book edition or Ccumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for al| patents, exclusivities, etc, or i none, please state.
FOR THE RECORD: (portions taken from previous review)
1. Review based on the labeling of Remeron®, revised 3/99; apbroved 8/30/00.
2. Patent/ Exclusivities:
one patent — 5977099 — 6/16/17
The firm has filed a Paragraph Iv certification to the patent.
3. TEVA is the Mmanufacturer,
4. The drug product will be made availéble in container Sizes of 30s (CRC) and 100s in all three

strengths.



5. The inactives are accurately listed in the DESCRIPTION section.
6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section.
7. Storage Conditions:

NDA — Store at controlled room temperature 20°-25°C (68°-77°F).

ANDA — Store at controlled room temperature 15° to 30°C (59° to 86°F); [see USP Controlied
Room Temperature].

USP — not USP

8. Dispensing Recommendations:
NDA - Dispense in a tight, light-resistant container as described in the USP.
ANDA - Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant closure
(as required). -
USP — not USP

9. Scoring:
NDA - 15 mg and 30 mg - scored - 45 mg - unscored
ANDA - 15 mg and 30 mg — scored --- 45 mg - unscored

Date of Review: 1-4-02 Date of Submission: 11-27-01

Primary Reviewer: Adolph Vezza ! Date:
3' i / 7 / 02~
Team Leader: /Q;Laﬂie Hoppe's , Yo Date:
AT A
el [ 4 /oc_
= [Ty !

cc: ANDA: 76-119
DUP/DIVISION FILE
HFD-613/AVezza/CHoppes (no cc)
aev/1/4/02|V:\F IRMSNZ\TEVA\LTRS&REW\76119TAP2.L
Review
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TENTATIVE APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-119 Date of Submission:  September 10, 2001
Applicant's Name: TEVA Pharmaceuticals USA
Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 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 - TENTATIVE APPROVAL
Container Labels: 30s and 100s
Satisfactory, in draft, as of September 10, 2001 submission.
Professional Package Insert Labeling: .
Satisfactory, in draft, as of September 10, 2001 submission.
Revisions needed post-approval: - differentiate the product strengths on the container labels

BASIS OF APPROVAL.:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Remeron® Tablets

NDA Number: 20-415

NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 8/30/00 (S-006)
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:

REVIEW OF PROFESSIONAL LABELING CHECK LIST
Established Name Yes No | NA.
Different name than on acceptance to file letter?
Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC. :

Does the package proposed have any safety and/or regulatory concerns? X

Confiict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging
configuration? X

Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?




Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information

on the label). X
Has applicant failed to clearly differentiate multiple product strengths? X

Is the corporate logo larger than 1/3 container labe|? (No reguiation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately Support compatibility or stability claims which appear in the insert labeling? Note:

Chemist should confirm the data has been adequately Supported. X
Scoring: Describe scoring configuration of RLD and applicant (page #)in the FTR .
Is the scoring configuration different than the RLD? X

Has the firm failed to describe the sco

ring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg X

and the 30 mg are Scored but they have not stated that the 45 mg are unscored

Do container recommendations faif to

meet or exceed USP/NDA recommendations? |f 80, are the recommendations

Supported and is the difference acceptable? X

€cause of proposed pac aging configuration or for ango €T reason, does Ihis appiicant meet fail 16 meer 5 of the
unprotected conditions of use of referenced by the RLD?

Failure of DESCRIPTION o meet USP Description and Solubiiity information? If so, USP information should be used.
However, only include solvents appearing in innovator labeling. X

Bioequivalence Issues: (Compare bioequivalency values: insert 1o study. List Cmax, Tmax, T 1/2 and date

study acceptable)

FOR THE RECORD:

1.

2.

Review based on the

one patent - 59770
The firm has filed a

The drug product w
strengths.

labeling of Remeron®, revised 3/99; approved 8/30/00.

Patent/ Exclusivities:

99 - 6/16/17
Paragraph Iv certification to the patent,

TEVA is the manufacturer.

ill be made available in container sizes of 30s (CRC) and 100s in all three



5. ‘The inactives are accurately listed in the DESCRIPTION section.
6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section.

7. Storage Conditions:
NDA - Store at controlied room temperature 20°-25°C (68°-77°F).
ANDA - Store at controlled room temperature 15° to 30°C (59° to 86°F); [see USP Controlled
Room Temperature].
USP - not UsSP

8. Dispensing Recommendations:
NDA - Dispense in a tight, light-resistant container as described in the USP.
ANDA — Dispense in a tight, light-resistant container as defined in the USP, with a child-resistant closure
(as required).
USP - not USp

9. Scoring:

NDA ~ 15 mg and 30 mg - scored --- 45 mg - unscored
ANDA - 15 mg and 30 Mg — scored --- 45 mg - unscored

Date of Review: 9-19-01 ‘ Date of Submission: 9-10-01

. . [ '
Primary Reviewer: Adolph Vezz,é Date:
‘ ! %ry o
, , 7 / 2¢ / ¢
Team Leader, harlie Hoppes N Date:
Y % / :

a3/ ?_Z@D;

ANDA: 76-119
DUP/DIVISION FILE

HFD-61 3/AVezza/CHoppes (no cc)

aev/9/19/01|V:\F IRMSNZ\TEVA\LTRS&REV\761 19TAP.L
Review

LOPTARS THIS WAY
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:  76-119 Date of Submission: February 26, 2001

Applicant's Name: TEVA Pharmaceuticals USA

Established Narhe: ' Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

Labeling Deficiencies:

1.

GENERAL COMMENT
Revise your storage temperatufe recommendations throughout your labels and labeling as follows:

Store at controlled room temperature 15° to 30°C (59° to 86°F); [see USP Controlied Room
Temperature]. ‘

CONTAINER 30s and 100s
a. See GENERAL COMMENT above,

b. We encourage you to further differentiate your tablet strengths by boxing, contrasting
colors, or some other means.

INSERT
a. GENERAL COMMENTS
i. “In vitro™ and “in vivo” should be in jtalic print throughout the text of the insert,

ii. We encourage you to use the word “to” instead ofa’ =~ when expressing a
range, particularly a dosage range. o

b. TITLE
We encourage you to place “Rx only” immediately beneath the fitle.
c. DESCRIPTION
i | Indicate the botanical source of the starch (“corn™).
i, Include the ingredients of the T —
d. CLINICAL PHARMACOLOGY
i. Pharmacodynamics, fourth paragraph - “H,” rather than' —

ii. Pharmacokinetics, last sentence — “mcg” rather than ~



e. PRECAUTIONS
General
i Increased Appetite/Weight Gain, second sentence — “... of > 7% of body ...”
ii. Cholesterol/Triglycerides
A). First sentence — “> 20%”
B). Last sentence — “> 500 mg/dI”
f. DOSAGE AND ADMINISTRATION
Initial Treatment, last sentence — “Mirtazapine has ...” (upper case “M")
g. HOW SUPPLIED
i See GENERAL COMMENT (1) above.

ii. We encourage you to utilize the NDC numbers in this section.

Please revise your container labels and insert labeling, as instructed above, and submit 4 draft
copies for a tentative approval or 12 final printed copies for a full approval of this application. If
draft labeling is provided, please be advised that you will be required to submit 12 final printed
copies of all labels and labeling at least 60 days prior to full approval of this application. In addition,
you should be aware that color and other features (print size, prominence, etc) in final printed
labeling could be found unacceptable and that further changes might be requested prior to
approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes — http://www.fda.gov/cder/ogd/rld/labeIing_review_branch.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by—sidzft:‘e\mparison of your proposed labeling with your fast submission with
all differences annotated and r "~ -~

!

i

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



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

Container Labels: 30s and 100s

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Remeron® Tablets

NDA Number: 20-415 .

- NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon .
Date of Approval of NDA Insert and supplement #: 8/30/00 (S-008)
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:

REVIEW OF PROFESSIONAL LABELING CHECK LIST
Established Name

Different name than on acceptance to file letter? -

Is this praduct a USP item? If so, USP supplement in which verification was assured.

s this name different than that used in the Orange Book?

if not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging
Is this a new packaging configuration, never been approved by an ANDA or NDA? _lfyes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison Preventian Act may require a

CRC. X

Does the package proposed have any safety and/or regulatory concerns? : X

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? X

Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X

individual cartons required? Issues for FTR: innovator individually carloned? Light sensitive product which might .
require cartoning? Must the package insert accompany the product? X

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the mast prominent information

on the label). X
Has applicant failed to clearly differentiate multiple product strengths? X

Is the corparate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR




Is the scoring configuration different than the RLD? X

Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg X
and the 30 mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If s0, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement? X
Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported? X
Failure to list the caloring agents if the composition statement lists e.g., Opacode, Opaspray? X

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

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations

supported and is the difference acceptable? X
Because ol praposed packaging configuration or for anlx other reason, does this applicani meet fail 1o meef all of the X
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If s0, is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? If s0, USP information should be used.
However, only include solvents appearing in innovator labeling. .

Bioequivalence Issues: {Compare bivequivalency values: insert o study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

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

Patent/Exclusivity Issues?: FTr: Check the Orange Book edition ar cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state,

FOR THE RECORD:

1.
2.

Review based on the labeling of Remeron®, revised 3/99; approved 8/30/00.

Patent/ Exclusivities:

one patent — 5977099 - 6/16/17
one exclusivity — NCE — 6/14/01

The firm has filed a Paragraph IV certification to the patent,

TEVA is the manufacturer.

The drug product will be made available in container sizes of 30s (CRC) and 100s in all three
strengths.

botanical source of the starch and the ingredients of the *

The tablet descriptions are accurate as seen in the HOW SUPPLIED section.

Storage Conditions:
NDA ~ Store at controlled room temperature 20°-25°C (68°-77°F).

ANDA - Store at controlled room temperature, between 150 and 300C (590 and 860F); [see USP Controlled

Room Temperature].
USP — not USP

The inactives are accurately listed in the DESCRIPTION section except the firm has failed to list the



8. Dispensing Recommendations:
NDA — Dispense in a tight, light-resistant container as described in the UsSP.

ANDA - Dispense in a tight, fight-resistant container as defined in the USP, with a child-resistant closure (as

required).
USP — not USP

9. Scoring:
NDA — 15 mg and 30 mg — scored — 45 mg - unscored
ANDA - 15 mg and 30 mg - scored — 45 mg - unscored

Date of Review:  3-26-01 Date of Submission:
Primary Reviewer: Adolph Vezza s =, ] Date:
Sl 321/
Team Leader: Charlie Hanneg e Date:
e
i Qo
o KPWA ARAra/A

cc: ANDA: 76-119
DUP/DIVISION FILE
HFD-613/AVezza/CHoppes (no cc)
aev/3/26/01|V\FIRMSNZ\TEVA\LTRS&REW\76119na1.l
Review
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-119

CHEMISTRY REVIEW(S)



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Application Review

1. CHEMISTRY REVIEW NO. 1

2. ANDA # 76-119

3. NAME AND ADDRESS OF APPLICANT
TEVA Pharmaceuticals USA
1090 Horsham Road
P.O. Box 1090
North Wales, PA 19454

4. LEGAL BASIS FOR SUBMISSION
Submission is based on the reference listed drug Remeron®
(NDA #20-415), manufactured by Organon, Inc.

5. SUPPLEMENT (s) N/A

6. PROPRIETARY NAME N/A

7. NONPROPRIETARY NAME Mirtazapine Tablets
8. SUPPLEMENT (s) PROVIDE(s) FOR: N/A

9. AMENDMENTS AND OTHER DATES
Original Submission: February 26, 2001
FDA Acceptable for filing: February 26, 2001
Labeling Deficiency Letter: March 27, 2001
Bioequivalency Telephone Amendment: April 12, 2001

10. PHARMACOLOGICAL CATEGORY Treatment of depression

11. Rx or OTC R,



ANDA 76119 Mirtazapine

12. RELATED DMF' (s)

.DMF # | LoA Component v Manufacturer
pPage #

— 3870 Mirtazapipe_ Teva-Tech Ltd.
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13. DOSAGE FORM Tablets

14. POTENCIES 15 mg, 30 mg and 45 g per tablet

15. CHEMICAL NAME AND STRUCTURE

Mirtazapine has a tetracyclic chemical structure unrelated to
selective serotonin reuptake inhibitors, tricyclics or monoamine
oxidase inhibitors (MAOI) . Mirtazapine belongs to the
piperazino—azepine group of compounds. It is designated
1,2,3,4,10,l4b—hexahydro—2—methylpyrazino [2,1-a] pyrido [2,3-¢c]
benzazepine and has the empirical formula of c,, Hig N3. TIts
molecular weight is 265.36. The structural formula is the
following and it is the racemic mixture:

16. RECORDS' AND REPORTS N/A

17. COMMENTS:
The following sections of the ANDA were found to be
deficient regarding chemistry, manufacturing and controls
information:



ANDA 76119.Mirtazapine

* DMF ——, Mirtazapine from Teva-Tech Ltd. was reviewed
in conjunction with the ANDA and found to be deficient

" API specifications require revision

* Description of the reference standard is unclear

" Source of container pigment is unclear

* Identification of degradants and impurities and
validation of the HPLC method requires additional
information

Specifications
* Finished product Specifications require revision

18. CONCLUSIONS AND RECOMMENDATIONS : Not Approvable-Minor

19. REVIEWER: Susan Zuk | DATE COMPLETED: 6/4/01
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Application Review

10.

11.

CHEMISTRY REVIEW NO. 2

ANDA # 76-119

NAME AND ADDRESS OF APPLICANT
TEVA Pharmaceuticals USA

1090 Horsham Road

P.O. Box 1080

North Wales, PA 19454

LEGAL BASIS FOR SUBMISSION

Submission is based on the reference listed drug Remeron®
(NDA #20-415), manufactured by Organon, Inc.

SUPPLEMENT (s) N/A

PROPRIETARY NAME N/A

NONPROPRIETARY NAME Mirtazapine Tablets

SUPPLEMENT (s) PROVIDE (s) FOR: N/A

AMENDMENTS AND OTHER DATES

Original Submission: February 26, 2001

FDA Acceptable for filing: February 26, 2001
Bioequivalence Telephone Amendment: April 12, 2001
Bioequivalence Amendment: May 14, 2001

Minor Amendment: September 10, 2001 (subject of this
Review)

Labeling Amendment: November 27, 2001

Telephone Amendment: December 28, 2001

PHARMACOLOGICAL CATEGORY Treatment of depression

Rx or OTC R,
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ANDA 76119 Mirtazapine

12.

DMF #

i

13.

14.

15.

RELATED DMF (s)

Loa Component . Manufacturer
page # :
[3870 lMirtazapine lTeva—Tech Ltd.

DOSAGE FORM Tablets

POTENCIES 15 mg, 30 mg and 45 mg per tablet

CHEMICAL NAME AND STRUCTURE

Mirtazapine has a tetracyclic chemical structure unrelated to
selective serotonin reuptake inhibitors, tricyclics or monoamine
oxidase inhibitors (MAOI). Mirtazapine belongs to the
pPiperazino-azepine group of compounds. It is designated
1,2,3,4,10,l4b—hexahydro—2—methylpyrazino [2,1-a] pyrido [2,3—c]
benzazepine and has the empirical formula of Ci7 Hig9 N3. Its
molecular weight is 265.36. The structural formula is the
following and it is the racemic mixture:

1e6.

17.

18.

RECORDS AND REPORTS
The product is non-compendial. A methods validation package
has been sent to the district laboratory.

COMMENTS :

The ANDA is recommended for tentative approval pending an
acceptable inspection report of the finished dosage
manufacturer.

v' Bio Evaluation acceptable 5/24/01

v’ Labeling acceptable 9/20/01

CONCLUSIONS AND RECOMMENDATIONS: Recommend Tentative

- Approval

19.

REVIEWER: Susan Zuk DATE COMPLETED: 11/8/01
revised 1/2/02
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Application Review

CHEMISTRY REVIEW NO. 3

ANDA # 76-119

NAME AND ADDRESS OF APPLICANT
TEVA Pharmaceuticals USA

1090 Horsham Road

P.O. Box 1090

North Wales, pa 19454

LEGAL BASIS FOR SUBMISSION _
Submission is based on the reference listed drug Remeron®
(NDA #20-415), manufactured by Organon, Inc.

SUPPLEMENT (s) N/A

PROPRIETARY NAME N/A

NONPROPRIETARY NAME Mirtazapine Tablets

SUPPLEMENT (s) PROVIDE (s) FOR: N/A

AMENDMENTS AND OTHER DATES
Original Submission: February 26, 2001

FDA Acceptable for filing: February 26, 2001
Bioequivalence Telephone Amendment : April 12, 2001
Bioceguivalence Amendment : May 14, 2001

Minor Amendment : September 10, 2001

Labeling Amendment : November 27, 2001
Telephone Amendment : December 28, 2001
Tentative Approval: January 15, 2002

90-Day Amendment : April 5, 2002

Telephone Amendment re: Mv: April 23, 2002
Labeling Amendment : May 1, 2002

Labeling Amendment : May 20, 2002

Labeling Amendment: July 5, 2002

PHARMACOLOGICAL CATEGORY Treatment of depression

Rx or OTC R«
= - -t



ANDA 76119 Mirtazapine

12. RELATED DMF (s)

DMF # | LoA Component Manufacturer
page # ’
— l 3870 ,Mirtazapine lTeva—Tech Ltd.

13. DOSAGE FORM Tablets

14. POTENCIES 15 mg, 30 mg and 45 g per tablet

15. CHEMICAL NAME AND STRUCTURE :

Mirtazapine has a tetracyclic chemical structure unrelated to
selective serotonin reuptake inhibitors, tricyclics or monoamine
Ooxidase inhibitors (MAOTI) . Mirtazapine belongs to the
piperazino—azepine group of compounds. It is designated
1,2,3,4,10,14b—hexahydro—2—methylpyrazino [2,1-a] pPyrido [2,3-c]
benzazepine and has the empirical formula of Ci17 Hio N3. TIts
molecular weight is 265.36. The structural formula is the
following and it is the racemic mixture:

l6. RECORDS AND REPORTS
The product is non-compendial. A methods validation package
was sent to the district laboratory; acceptable 4/23/02 -
See Section 31.

17. COMMENTS :

acceptable inspection Teport of the finished dosage
manufacturer.

v' Bio Evaluation acceptable 5/24/01

v' Labeling acceptable 7/15/02

18. CONCLUSIONS AND RECOMMENDATIONS: Recommend Tentative
Approval (27°¢ 7p)

19. REVIEWER : Susan Zuk DATE COMPLETED : 11/8/01
revised 1/2/02, 4/25/02; 7/25/02




ANDA 7511 9 Mirtazapine
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Application Review

10.

11.

CHEMISTRY REVIEW NO. 4

ANDA # 76-119

NAME AND ADDRESS OF APPLICANT
TEVA Pharmaceuticals Uusa

1090 Horsham Road

P.O. Box 1090

North Wales, Ppa 19454

LEGAL BASIS FOR SUBMISSION
Submission is based on the reference listed drug Remeron®
(NDA #20—415), manufactured by Organon, Inc.

SUPPLEMENT(S) N/A

PROPRIETARY NAME N/a

NONPROPRIETARY NAME Mirtazapine Tablets

SUPPLEMENT(S) PROVIDE (s) FOR: N/A

AMENDMENTS AND OTHER DATES
Original Submission: February 2¢, 2001

FDA Acceptable for filing: February 26, 2001
Bioequivalence Telephone Amendment : April 12, 2001
Bicequivalence Amendment : May 14, 2001

Minor Amendment - September 10, 2001

Labeling Amendment ; November 27, 2001

Telephone Amendment : December 28, 2001

Tentative Approval: January 15, 2002

90-Day Amendment ; April '5, 2002

Telephone Amendment re: MV: April 23, 2002
Labeling Amendment : May 1, 2002

Labeling Amendment ; May 20, 2002

Labeling Amendment : July 5, 2002

Labeling Amendment: November 25, 2002

Minor Amendment - Final Approval Requesteqd: 1/7/03
Labeling Amendment : January 22, 2003
PHARMACOLOGICAL CATEGORY Treatment of depression




ANDA 76119 Mirtazapine

12. RELATED DMF (s)

DMF # | LOA Component Manufacturer
prage #
—— | 3870 | Mirtazapine | Teva-Tech Ltd.

13. DOSAGE FORM Tablets

14. POTENCIES 15 mg, 30 mg and 45 mg per tablet

15. CHEMICAL NAME AND STRUCTURE

Mirtazapine has a tetracyclic chemical structure unrelated to
selective serotonin reuptake inhibitors, tricyclics or monoamine
oxidase inhibitors (MAOI). Mirtazapine belongs to the
piperazino-azepine group of compounds. It is designated
1,2,3,4,10,14b—hexahydro—2—methylpyrazino [2,1-a] pyrido [2,3-c]
benzazepine and has the empirical formula of Ci; Hig N3. Its
molecular weight is 265.36. The structural formula is the
following and it is the racemic mixture:

16. RECORDS AND REPORTS
The product is non-compendial. A methods validation package
was sent to the . district laboratory; acceptable 4/23/02 -
see Section 31.

17. COMMENTS : ,
The ANDA is recommended for approval. The 1/7/03 amendment
‘was submitted to inform OGD that the firm formally requests
approval. The ANDA received a 2™ tentative approval
10/8/02. No changes have been made to the control
- documentation submitted in the ANDA since the 2™ TA. The
court ruled in favor of the applicant on 12/18/02 and the
final printed label insert was provided to OGD 11/25/02.
* Bio Evaluation acceptable 5/24/01
e Labeling acceptable 7/15/02

* EER for Finished Dosage acceptable 1/3/02

18. CONCLUSIONS AND RECOMMENDATIONS : Recommend Approval




ANDA 76119 Mirtazapine

19. REVIEWER: Susan Zuk DATE COMPLETED: 1/15/03
PoT
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-119

- BIOEQUIVALENCE
REVIEW(S)



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: #76-119 APPLICANT: Teva Pharmaceuticals Inc.
DRUG PRODUCT: Mirtazapine Tablets, 15 mg, 30 mg and 45 mg

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

We acknowledge that the following dissolution testing has been
incorporated into your stability and quality control programs:

The dissolution testing should be conducted in 900 mL of
0.1 N HCL at 37°C using USP Apparatus 2 (Paddle) at 50 rpm.

The test product should meet the following specifications
as recommended by the Agency:

Not 'less than — Q) of the labeled amount of mirtazapine
in the dosage form is dissolved in 15 minutes.

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

Sincerely.yours,

15
(]A} Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




Mirtazapine Tablets ' Teva Pharmaceuticals USA

15, 30, 45 mg North Wales, PA
ANDA #76-119 Submission Dated:
Reviewer: Lin-Whei Chuang February 26, 2001
V: \FIRMSNZ\TEVA\LTRSSREV\76119SDW. 201 April 12, 2001

May 14, 2001

Review of a Fasting and a Non-Fasting BE Studies,
Dissolution Data, and Waiver Request

Background:

Reference Listed Drug (RLD):

Remeron® 15 mg tablets (mirtazapine 15 mg tablets) of Organon
Inc. (approved through NDA #20-415 on 6/14/96) is currently the
designated RLD in the Orange Book of 2001.

Before 12/00, the designated RLD was Remeron® 45 mg tablets but
was changed to the 15 mg strength (see Cumulative Supplement 12
of 12/00) due to reported adverse events resulted from the
administration of the 45 mg tablets. The firm conducted both
fasting and food studies on the 45 mg tablets because its study
protocols for its 45 mg tablets were approved by the IRB on
11/14/00 and the study was initiated on 11/18/00, both before
the change of RLD.

Currently there are no approved generic products of mirtazapine.
This is a first-generic application.

Pharmacology: »
Mirtazapine 1s a noradrenergic and specific serotonergic
antidepressant indicated for the treatment of depression.

Pharmacokinetics:
After an oral dose of mirtazapine, the Tmax is about 2 hours.
The elimination half-life is about 20-40 hours. Mirtazapine

displays linear kinetics over the dosing range of 15-80 mg/day.

- The usual effective dosing range is 15-45 mg/day.

The PK of mirtazapine appears to be enantioselective, resulting
in higher plasma concentrations and longer half-life of (R)-(-)-
enantiomer compare with that of the (S)=(+)-enantiomer.



Metabolites:

Mirtazapine is extensively metabolized after oral
administration. Major pathways of biotransformation are
demethylation and hydroxylation followed by glucuronide
conjugation. As indicated in NDA #20-415, only N-demethyl
mirtazapine was found to be pharmacologically active at very low
levels in human plasma. Therefore the quantitation of
metabolites of mirtazapine is not requested for the BE studies
(Control Doc. #00-290).

Food Effect:
Food has little effect on plasma mirtazapine levels, but does

delay Tmax.

Submission Contents:

1. The firm conducted a fasting and a non-fasting BE studies on
the 45 mg tablets; dissolution testing on all 3 strengths, and
waiver request for its 15 mg and 30 mg tablets (submitted on
2/26/01).

2. Two telephone amendments regarding long-term freezer stability
data and dissolution testing were submitted on 4/12/01 and
5/14/01, respectively.

Comparative Formulations:

The formulation data submitted by the firm (see attached copy
from p. 117, Vol. 1.1) indicated that all 3 strengths of test
product are proportionally similar per definition 1 of the
general BA/BE guidance.

Fasting Bioequivalence Study - 1 x 45 mg:

Objective: ,

To compare the relative bioavailability of Teva’s mirtazapine 45
mg tablets with that of Remeron® 45 mg tablets of Organon Inc.
in healthy non-smoking adults under fasting conditions.

Design and IRB Approval:

Single-dose, randomized, two—treatment, two-period crossover
study in 40 healthy subjects (no alternates). Protocol #B006530
and informed consent form were approved by Novum Independent
Institutional Review Board on 11/14/00.

2



Sites, Dates, and Principal Investigator:

Clinical: — e —— . S
11/17-23/00 (period 1)

12/1-7/00 (period 2)

——

B e S

i = P

Analytical: —
1/13-29/01

The maximal storage period for the study samples was 72 days.

Pharmacokinetic and Statistical: : -

Washout Interval:
14 days.

Subject Inclusion:

Forty non-smoking male subjects (24 Blacks, 15 Caucasians, and 1
Asian) were selected based on the screening procedure conducted
within 28 days prior to the'study as described in the protocol
(p.222-224, Vol. 1.2). They had mean age of 32 years (18-46
years), mean height of 70 inches (66-76 inches), and mean weight
of 166 lb. (137-200 1b.). :

Restriction:
Subjects were instructed of the restrictions stated in the
protocol (p. 224-225, Vol. 1.2).

Treatments:

Subjects fasted overnight before receiving one of the following
drug treatments with 240 mL of water in the morning of 11/18/00
according to the randomly assigned sequence (AB for #1, 4, 6, 8,
11, 1e, 17, 19, 20, 22, 23, 25, 27-29, 32, 33, 35, 36, 40; and
BA for the rest of subjects) :

Treatment A - Test Drug: One mirtazapine 45 mg tablet,
Teva Pharmaceutical Ltd.; batch
#K-26727, manufacture date
9/24/00, potency 98.5%, batch size
T tablets.

Treatment B - Reference Drug: One Remeron® 45 mg tablet,
Organon, Inc.; lot
#0059271293, potency 101. 9%,
exXpires 6/01.



In the morning of 12/2/00, subjects received the alternate
treatment.

Post-dose Procedure: _
1. Subjects remained fasted for 4 hours post-dose.
2. Subjects remain ambulatory for 4 hours post-dose in period 1,

events experienced in period 1 (syncope, dizziness,
drowsiness, and low BP). ’

3. Urine drug screens were performed at check-in of each period.

4. Blood pressure and pulse rate were measured at 2, 48, and 120
hours post-dose.

5. Fluids were restricted from 1 hour before to 1 hour after
dosing except water administered with the study drug.

6. Blood samples were drawn at 0, 0.5, 1, 1.33, 1.67, 2, 2.33,
2.67, 3, 3.33, 3.67, 4, 6, 8, 12, 16, 24, 48, 72, 96, and 120
hours after dosing. Plasma samples were stored at -22°C
pending assay of mirtazapine.

7. Physical examination and medical history were performed at the

end of period 2.

8. Subjects were allowed to leave the clinical facility after the
48-hour blood draw, and returned for the subsequent blood
draws.

Study Drug Accountability: ’

All unused drugs were retained at the clinical site in _
accordance with Agency’s requirements (21 CFR, Sections 320.38
and 320.63).

Analytical Methodology:

[ ]

-

-y = = ————e it = e e B e b S [~ -~
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Protocol Deviations:

1. #20 reported using OTC hydrocortisone Cream 3 days before
period 1.

2. #38 reported taking an aspirin 5 days before period 1.

3. #40 reported eating chocolate cake at 15.5 hours before dosing
of period 1. -

All above deviations were reviewed by the investigator and
subjects were approved to continue in the study.

Adverse Events:

Treatment A | Treatment B
Total # of events 46 52
# definitely or probably related to the study drug®*® 45 50
& = Nature of these complaints: syncope, elevated ALT, BP, temperature, urea

nitrogen, platelet sufficiency, or platelet count, lightheaded, tired, decreased
bulse or Bp, chills, nausea, euphoria, swollen hands, protein 1T urine, abdominal
Cramping or pain, or leg cramps.

b = They were judged to be mostly mild, and occasionally moderate in Nature.

Plasma Concentration and Pharmacokinetic Analysis

A total of 1630 plasma samples from 39 subjects were assayed for
mirtazapine in 24 batches of assay. Eight (8) samples were not
received at the clinical site due to 'No Sample’ in the clinical
report. None of these § samples was adjacent to the Tmax. A
total of 69 samples were repeated because of high or low
internal standard response, above quantifiable limit, low
standard eliminated, unknown processing error, or peak in O-hour
sample. None of them was repeated due to pharmacokinetic
anomaly. One sample was not reportable due to low internal
standard response after repeatls. This sample was not adjacent
to Tmax..

RFPEARS THIS WAY
OGN ORIGINAL



FIG 1 PLASMA MIRTAZAPINE LEVELS

NIRTALAP INE TABLETS, 1p43 I, O F75-100
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TABLE 3: ARITHMETIC MEAN PLASMA MIRTAZAPINE CONCENTRATIONS [ng/mL]
VERSUS TIME AFTER 1 X 45 MG TABLET UNDER FASTING CONDITIONS
(N=39 EXCEPT WHEN INDICATED)

[ I I ] I I ]
Lﬁ l TEST MEAN SD REF. MEAN SD TEST/REF,
TIME HR
0 0.000 0.000 0.000 0.000 .
0.5 6.978 10.639 7.760 24.235 0.899
1 44.024 30.347 40.267 24,569 1.093
1.33 53.572 22.468 58.140 32.174 0.921
1.67 54.485 16.783 55.431 19.761 0.983
2 58.577 19.717 60.833 25.127 0.963
2.33 58.638 19.489 61.131 21.690 0.959
2.67 57.292 20.947 57.723 17.927 0.993
3 54.877 18.715 54.366 17.145 1.009
3.33 51.410 16.712 54.931A 17.290 0.936 \
3.67 50.544 . 17.233 52.6978B 14.662 0.959
4 49.1868B 16.302 51.810 16.097 0.949
6 35.882 12.537 37.695 12.174 0.952
8 28.084 9.325 29.662 9.260 0.947
17.675 6.425 19.220 6.787 0.920
13.009 4.895 14.458 5.245 0.900
9.030 3.667 9.985 3.967 0.904
3.721 1.925 4.010 1.913 0.928
1.790 1.008 2.020 1.191 0.886
1.089B 0.802 1.157B 0.773 0.941
120 0.509 0.652 0.548 0.562 0.930

TEST/RE;j]

PARAMETER

AUCI (NG*HR /ML) 870.026 310. 930.359 310.457 0.935
AUCT (NG*HR /ML) 834.000 297. 898.128 302.959 0.929
CMAX (NG/ML) 72.713 25, 74.405 28.384 0.977
KE 0.031 0 0.031 0.008 0.998
LAUCI 822.203a 0 884.553a 0.318c| 0.930b
LAUCT 787.437a 0.338¢c| 852.959, 0.321¢c;{ 0.923b
LCMAX 68.886a 0.329¢ 70.153a 0.334c| 0.982pb
THALF (HR) 24,550 7.494 24,049 6.450 1.021 *
TMAX (HR) 2.111 1.031 2.183 0.948 0.967

a = GEOMETRIC MEANS
b = RATIO OF GEOMETRIC MEANS
€ = SD OF LOG-TRANFORMED PARAMETERS

8



transformed AUCT, AUCI and CMAX of mirtazapine. The model
included Sequence, subject within Séquence, treatment and period
as factors. The Sequence effect was tested using sub(seq) mean
Square as an error term. All other effects were tested against
the residual error from the ANOVA. ANOVA showed significant
treatment effects in LNAUT (p=0.007) and LNAUCI (p=0.0117).

— TEST LSW | REF. LoW |TesT/ner.

PARAMETER

AUCI [ng-hr/mL]

AUCT [ng-hr/mL]

CMAX [ng/mL]

LAUCI (Geometric mean)
LAUCT (Geometric mean)
LCMAX (Geometric mean)

0.114949
0.118246
0.186456

a = From ANOVA Table

The 90¢% confidence iﬁtervals of LNAUCT, LNAUCI and LNCMAX are
all within the acceptable range of 80~-125%.

2. Results of this fasting bioequivalence study are acceptable.

APPEARS THis WAY
ON ORIGINAL



Non-Fasting Bioequivalence Study - 1 x 45 mg:

Objective:

Design and IRB Approval: ‘
Single—dose, randomized, 3—treatment, 3-period, 6-sequence study
in 24 healthy subjects (no alternates). Protocol #00317 and
informed consent form were approved by the Ethics Review
Committee of Integrated Research on 11/15/00.

Sites, Dates, and Principal Investigator:

Clinical:
11/19-25/00 (period 1)
12/3-9/00 (period 2)
12/17-23/00 (Period 3)
Analytical:

1/19-2/6/01

The maximal storége period for the study samples was 78 days.

Pharmacokinetic ang Statistical: T T s s

e as P N A S S i

Washout Interval:
14 days.

Inclusion Criteria of Subjects:
Twenty~four non-smoking male Subjects (23 Caucasians and 1

(p.1874—1875, Vol. 1.5). They had mean age of 40 yeérs (18-53
yYears), mean height of 175.9 cm (164-191.5 cm), and mean weight
of 74.6 Kg (61.3-81.5 Kg).

Restriction:

Subjects were instructed of the restrictions stated in the
protocol (p. 1875, Vol. 1.5,

10



Treatments:
Subjects fasted Overnight before receiving one of the following
drug treatments with 240 mI, of water in the mornings of
11/20/00, 12/4/00, and 12/18/00 according to the randomly
assigned sequence:

ABC: #6, 8, 13, 22 BCA: #7, 14, 23 CAB:#2, 4, 16, 19
ACB: #11, 17, 20 BAC: #3, 12, 18 CBA: #5, 10, 24
(Subjects #1, 9, 15, 21 received, respectively, treatment B, A, C, B, in
period 1 and did not continue. See explanations in results section).

Treatment A - Test Drug: One mirtazapine 45 mg tablet,
Teva Pharmaceutical Ltd.; batch
#K-26727, given 30 minutes after
the initiation of @ standard high-
fat breakfast*.

Treatment B - Reference Drug: One Remeron®. 45 mg tablet,
Organon, Inc.: lot
#0059271293, given 30 minutes
after the initiation of 3
standard high-fat breakfastx,

Treatment C - Test Drug: One mirtazapine 45 mg tablet,
Teva Pharmaceutical Ltd. ;
lot #K-26727, given under fasting
conditions.
* = 1 buttered English muffin, 1 fried €99, 2 strips of bacon, 1
slice of American cheese, 1 Serving of hash brown potatoes,
240 mL of whole milk, and 180 mL of orange juice.

Post-dose Procedure:

Same as those for the fasting study except, during a11 3
periods, subjects remained seated, did not lie down, for 4 hours
post-dose.

- Study Drug Accountability:
All unused drugs were retained per regulatory requirements and

Teva’s request.

Analytical Methodology:
Same analytical method for the fasting study was conducted. The

11



TABLE 2: DURING STUDY ASSAY VALIDATION - NON-FASTING STUDY

Parameter Quality Control Standard Curve
Samples : Samples

f * )
)

]
[ o

Comments on the Analytical Method:
The method and data presented in this analytical section are

acceptable.

Results:

Drop-out: ,
Six subjects did not complete the sStudy:

1. Subject #1 and #15 (who received treatments B and C, respectively,
in period 1) were withdrawn from the study prior to period 2 dosing

2. Subjects # 3 and #24 (who were assigned the Sequence of BAC and CBA,
respectively) were withdrawn from the study prior to period 3 dosing

3. Subjects #9 and #21 (who received treatment A and B, respectively,
in period 1) were withdrawn from the study due to vomiting within 4

hours post-dose.

Protocol Deviations:
No significant deviations were reported.

Adverse Events:
" Treatment A ]Treatment B lTreatment C

Total # of events 33 33 24

# definitely, probably or bossibly 27 27 21
related to the study drug?s® :

a = Nature of these complaints: fatigue, nausea, drowsiness, headache,

dizziness, Sweatiness, vomiting, difficulty to pronounce words, back pain, and
hot flushes.

b = They were judged to be mostly mild, and occasionally moderate in nature.

12



Plasma Concentration and Pharmacokinetic Analysis

A total of 1133 plasma samples from 18 subjects were assayed for
mirtazapine in 21 batches of assay. One (1) sample was not
received at the clinical site due to ‘No Sample’ in the clinical
report, it was not adjacent to the Tmax. A total of 124 samples
were repeated because above quantifiable limit, low internal
standard response, unknown processing error, or peak in 0O-hour
sample. None of them was repeated due to pharmacokinetic
anomaly. However, 20 of these repeated samples were hemolyzed
and could not be quantitated. Among these 20 samples, 6 were
adjacent to the observed Tmax and were collected from subjects
#11 and #12 during treatment A. ' '

The mean plasma concentrations of mirtazapine at each sampling
time point after both treatments are presented in Figure 2. The
same data and the mean pharmacokinetic parameters of mirtazapine
are presented in Tables 7-8.

APPEARS THIS way
ON ORIGINAL
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FIG 2. PLASMA MIRTAZAPINE LEVELS

WIRTAZAPINE TABLETS, 45 WL, ANDA F76-~11D
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TABLE 7: ARITHMETIC MEAN PLASMA

MIRTAZAPINE CONCENTRATIONS [ng/mL]

VERSUS TIME AFTER 1 X 45 MG TABLET UNDER
NON-FASTING AND FASTING CONDITIONS (N=18 EXCEPT WHEN INDICATED)

TABLE 8: ARITHMETIC MEANS OF PHARMACOKINETIC PARAMETERS OF MIRTAZAPINE

AFTER 1 X 45 MG TABLET UNDER NON-FASTING AND FASTING CONDITIONS

| TEST-FED | SD | REF.-FED | __sD  |TEsT-FasT | sp | TEST-FED/REF. - FED

TIVE HR

0 0.000 |  0.000 0.000 0.000 0.000 0.000 .
0.5 21.429 29.828 19.623 27.606 23.201 33.460 1.002
1 61.200 47.6091 69.051 46.005 83.229a|  28.079 0.888
1.33 68.731a  42.819 74.215 39.723 82.717 28.113 0.926
1.67 64.978a|  35.011 75.827 39.083 79.972 19.158 0.857
2 63.578b|  30.329 72.785a  35.640 79.906b|  21.639 0.874
2.33 74.778 38.303 72.145 29.389 75.424a] 17,793 1.036
2.67 72.571a)  28.223 71.817 24.214 71.518a|  15.215 1.010
3 79.439 32.514 74.553a|  21.749 73.456 14.854 1.066
3.33 78.571a|  36.352 70.094a|  24.655 69.822 14.216 1.121
3.67 73.176a  28.002 71.022 19.777 68.078 16.933 1.030
4 71.272 29.029 71.618a|  18.594 63.506 14.727 0.995
6 43.519 12.089 52,228 13.096 44.539 11.918 0.833
8 37.671a|  18.256 38.322 10.281 33.061 8.518 0.983
12 23.741a 7.514 27.078 8.196 23.550 6.754 0.877
16 19.751 6.686 20.948 5.624 17.331 5.336 0.943
24 12.991 4.338 15.014 - 4.995 12.211 3.827 0.865
48 6.124 2.889 6.842 3.098 5.249 2.296 0.895
72 3.436 1.916 3.965 2.334 3.110 1.727 0.867.
96 1.955 1.295 2.069 1.222 1.690 1.041 0.945
120 1.186 0.964 1.228 0.938 1.031a 0.720 0.965

a = (N=17), b = (n=16)

(N=18)
TEST-FED SD REF.-FED SD TEST-FAST SD TEST-FED/ TEST-FED/
REF.-FED |TEST-FAST
PARAMETER
AUCI 1304.222 515.808 1386.278 439.834 | 1202.167 346.414 0.941 1.086
AUCT 1247.167 484,075 1330.333 408.642 1153.667 326.376 0.937 1.081
CMAX 101.444 40.514 99.450 28.843 97.567 26.970 1.020 1.040
KE 0.028 0.008 0.028 0.007 0.028 0.008 0.998 0.994
LAUCI 1216.861a 0.382c| 1321.164a 0.323c| 1154.123a 0.299¢ 0.921b 1.054b
LAUCT 1165.213a 0.380c| 1271.160a 0.315¢c} 1109.402a 0.293¢c 0.917b 1.050b
LCMAX 93.503a 0.425¢ 95.363a 0.303¢c 94.335a "0.263¢c 0.980b 0.991b
THALF 26.397 5.637 25.941 5.000 26.424 6.565 1.018 0.999
TMAX 2.611 1.300 2.426 1.342 1.685 0.745 1.077 1.550

= GEOMETRIC MEANS
b = RATIO OF GEOMETRIC MEANS
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Statistical Analysis:

The firm conducted ANOVA on non-transformed and log-transformed
AUCT, AUCI and CMAX of ibuprofen using SAS GLM with model
including sequence, subject within sequence, treatment and
period as factors. Results presented in Table 9 are from ANOVA
conducted by the reviewer which are identical to those reported
by the firm. :

TABLE 9: LEAST-SQUARES MEAN OF PK FOR MIRTAZAPINE AFTER 1 X 45 MG TABLET
UNDER NON-FASTING AND FASTING CONDITIONS (N=18)

TEST-FED REF. -FED TEST-FAST TEST-FED/ TEST-FED/
‘ REF.-FED TEST-FAST
PARAMETER
AUCI (NG*HR/ML) 1 1246.716 1339.487 1150.014 0.931 1.084
AUCT (NG*HR/ML) 1191.608 1284.689 1103.065 0.928 1.080
CMAX (NG/ML) 100.253 97.829 96.160 1.025 1.043
LAUCI (GEOMETRIC MEAN) 1163.091 1271.953 1107.122 0.914 1.051
LAUCT (GEOMETRIC MEAN) 1113.066 1223.157 1063.623 0.910 1.046
LCMAX (GEOMETRIC MEAN) 92.137 93.584 92.766 0.985 0.993

Comments on Results of Non-Fasting Bioequivalence Study:

1. The computation of pharmacokinetic parameters, LS means, and
ratios .of means has been confirmed by the reviewer.

2. When comparing the test to reference drugs under fed
conditions, the ratios of LS means of LNAUCT, LNAUCI, and
LNCMAX are all within the acceptable range of 0.8-1.25.

3. When comparing the test drug under fed to fasting conditions,
results in Tables 8&9 showed only slight increase (4-5%) of
mean AUC and no change in Cmax. The mean Tmax was delayed
from 1.69 hours to 2.61 hours when co-administered with food
(Table 8). This is 1in agreement with RLD’s labeling: “Food
has little effect on plasma mirtazapine levels, but does delay
Tmax”.

4. Because subject #11 and #12 had 6 samples not quantifiable
near the observed Tmax. The reviewer re-conducted ANOVA
without data from these 2 subjects and the outcome of the
study remains unchanged.

5. Results of this non-fasting bioequivalence study are
acceptable.

16



IN-VITRO DISSOLUTION TESTING RESULTS:
Mirtazapine is not a USP product. Following is the dissolution
method recommended by the Agency (NDA #20-415):

Medium: 900 mL of 0.1 N HCL at 37 + 0.5 °C
Apparatus: USP Apparatus 2 (Paddle)
Paddle Speed: 50 rpm

Tolerance: NLT —— (Q) in 15 minutes.

The firm conducted comparative dissolution testing for the test and
reference products using the above method, however, with a different
specification. The testing for the 45 mg strength was conducted
twice, the second time using a 15-min., instead of a 20-min., time
point as requested by DBE (see attached telephone memo of 5/3/01).
Results of these testings are presented below in Table 10:

Table 10 : In Vitro Dissolution Testing -
Drug: Mirtazapine Tablets
Dosage Strength: 15 mg, 30 mg, & 45 mg
ANDA No: 76-119
Submission Date: 2/26/01 & 5/14/01
Conditions for Dissolution/Release Testing
Apparatus: Apparatus II (Paddle) RPM: 50
Medium: 0.1 N HCL Volume: 900 mL
No. Units Tested: 12
Tolerance (Q): NLT = in 30 minutes (Firm’s Proposal)
Reference Drug: Remeron® (Organon Inc.)
Assay Methodology: ~e—eme
Results of In Vitro Dissolution
Sampling Test Product: Reference Product:
Time Mirtazapine Tablets Remeron® Tablets
(min) Batch #: K26725 Lot #: 0799277833
Strength: 15 mg Strength: 15 mg
Mean $% Range $ Cv Mean % | Range $ Cv
10 94 N 4.2 93 S T 9.3
20 98 » " 1.3 101 [S— 1.9
30 98 — 1.5 101 R 1.7
Sampling Test Product: Referenc L owuCil
Time Mirtazapine Tablets Remeron® Tablets
(min) Batch #: K26726 Lot #: 0559256404
Strength: 30 mg Strength: 30 mg
Mean % Range % CV Mean % Range % CV
10 93 R 5.2 91 e, 10.9
20 100 e 1.1 103 B i 2.6
. l
30 100 . 1.9 104 S 1.1
I
Sampling Test Product: Reference Product:
Time Mirtazapine Tablets Remeron® Tablets
(min) Batch #: K26727 Lot #: 0059271293
Strength: 45 mg Strength: 45 mg
Mean % Range . % CV Mean % Range % Cv
10 77 - 9.2 84 — 12.4
Y
20 98 1.3 103 3.2
AP T Ricudinnninas




30 98 T e 1.1 105 T e 3.1
Sampling Test Product: Reference Product:
Time Mirtazapine Tablets Remeron® Tablets
(min) Batch #: K26727 Lot #: 005%271293

Strength: 45 mg Strength: 45 mg

Mean % Range % CV Mean % Range % CVv
10 78 9.6 80 e 6.6
15 92 4.3 96 | e i 2.3
30 95 0.8 100 J—— 0.9

Comments on Dissolution Tests:

1. Results of all 3 strengths of the test products comply with firm’'s
proposed specification of “NLT -, in 30 minutes”, and Agency’s
recommended specification of “"NLT — in 15 minutes”.

2. A1l 3 strengths of test and reference products are fast-
dissolving, i.e., more than -~ are dissolved within 20 minutes.

Request for Waiver of In Vivo Bioequivalence

The firm is requesting waiver of the in-vivo bioequivalence
study requirements for its 15 mg and 30 mg strengths of the test
product Dbased on the fasting and non-fasting in vivo
bioequivalence studies conducted on the 45 mg strength, the
proportionality of formulations, and comparative dissolution
data. :

Comments on Waiver Request:
1. The fasting and non-fasting biocequivalence studies conducted
on the 45 mg strength are acceptable.

2. The dissolution data of all 3 strengths of the test product
meet Agency’s recommended specification of “NLT ~— in 15

minutes”. :

3. The formulations of the 2 lower strengths are proportionally
similar to the formulation of the 45 mg tablets.

4. Therefore the waiver for the firm’s 15 mg and 30 mg tablets
can be granted per 21 CFR 320.22(d) (2).

Recommendation:

1. Both fasting and non-fasting bioequivalence studies
conducted by Teva Pharmaceuticals USA on its mirtazapine 45
mg tablet, batch #K-26727, comparing it to Remeron® 45 mg

18



tablet, lot #0059271293, have been found acceptable by the
Division of Bioequivalence. The studies demonstrated that
Teva’s mirtazapine 45 mg tablet is bicequivalent to the
reference product, Remeron® 45 mg Tablet, manufactured by
Organon Inc. under fasting and non-fasting conditions.

2. The dissolution tests conducted by Teva Pharmaceuticals USA
~on its mirtazapine 15 mg, 30 mg and 45 mg tablets, batch #K-
26725, #K-26726, and #K-26727, comparing them to Remeron® 15
mg, 30 mg and 45 mg tablets, lot #0799277833, #0559256404
and #0059271293, respectively, have been found acceptable by
the Division of Bioequivalence.

The formulations of the 15 mg and 30 mg strengths are both
proportionally similar to the 45 mg test product which
underwent in vivo bicequivalence testing. The waiver of in
vivo bioequivalence study requirements for the 15 mg and 30
mg tablets is granted per 21 CFR 320.22(d) (2). The 15 mg
and 30 mg tablets of the test product are therefore deemed
biceguivalent, respectively, to the 15 mg and 30 mg tablets
of Remeron® manufactured by Organon Inc..

3. The dissolution testing should be incorporated into the
firm's manufacturing controls and stability program and
conducted in 900 mL of 0.1 N HCL at 37° C using USP 24
apparatus 2 (paddle) at 50 rpm. The test products should
meet the following specifications:

Not less than <~— of the labeled amount of mirtazapine in
the dosage form is dissolved in 15 minutes. :

el 5o

Lin-Whei Chuang
Division of Bioequivalence
Review Branch I /

i |

RD INITIALLED YHUANG P / , >ofyeo }
FT INITIALLED YHUANG RS _\xiate:
- : . /

(o2

%

- Date: 5712}4 200[

Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence
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CC: ANDA #76-119
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-652/ Lin-Whei Chuang

Endorsements: (Final with Dates) )
HFD-652/ L. Chuang X ¢ 5}787@/
HFD-652/ Y. Huang {4 . ‘
HFD-652/ K. Scardina
HFD-650/ D. Connerf&

V:\FIRMSNZ\TEVA\LTRS&REV\76119SDW. 201

BIOEQUIVALENCY - ACCEPTABLE - submission date: 2/26/01
1. FASTING STUDY (STF) ¢jC Strength: 45 mg 9 /Xy(sl
Clinical: _— B e S—— e R 5
Analytical: T L R SR S i
Outcome: AC
2. FOOD STUDY (STP) 0f¢ ‘ Strength:_ 45 mg 9 [5Clay
Clinical_:—— [ i SRR AR B v ._‘,_ N, PN

Analytical: .« R A i o AT s R
. Outcome: AC

3. STUDY AMENDMENT (STA) o< ' submission date: 4/12/01
(Long Term Stability) , Strengths: All
Outcome: AC
4. STUDY AMENDMENT (STA) submission date: 5/14/01
(Additional Dissolution Data) Strengths: 45 mg
at 15-min. Time Point) ujc Outcome: AC
5. —WAINERTWEE— )¢ Strength: 15 mg /4 (e
j)BSOMVhOAANAQUﬂ’( DIUJ) Outcome: AC (
6. —WAEVER AL Strength: 30 mg 2 (3 (0l
'} (7§ sl N Weiver ( Q}tﬂ\ Wtcome: AC

Outcome Decisions: AC - Acceptable

WinBio Comments:
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DFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # : 76-119 ' SPONSOR : Teva Pharmaceuticals USA
DRUG AND DOSAGE FORM : Mirtazapine Tablets

STRENGTHS : 15 mg, 30 mg and 45 mg

TYPE OF STUDY : Fasting and Non-Fasting Biocequivalencg Study
CLINICAL STUDY SITE

e > o TR R e

ANALYTICAL SITE :

. e DT A
PR ey -

STUDY SUMMARY : Acceptable
DISSOLUTION : Acceptable
WAIVER REQUEST: Granted

DSI INSPECTION STATUS

7y
N

Inspection needed: Inspection status: Inspection results:
NO
First Generic Inspection requested:
Yes (date)
New facility
No Inspection completed:
(date)
PRIMARY REVIEWER : Lin-Whei Chuang | BRANCH : I
INITIAL : AN C DATE : c{,//by"/of
TEAM LEADER : Yih-Chain Huang, Ph.D. BRANCH : I
f r 1 '
INITIAL : IQI  DATE : (‘/”'/‘/lf’?’/ _[-\7’4‘/2/071)
_— 1 % 7 7
| ,—X‘
v

DIRECTOR, DIV%SION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

7LWINITIAL : J%:L _ DATE : 5{/ ZH‘(} 206/
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CENTER FOR DRUG
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"APPLICATION NUMBER:
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ANDA APPROVAL SUMMARY (Tentative Approval)

ANDA: 76-119

DRUG PRODUCT: Mirtazapine Tablets

FIRM: Teva Pharmaceuticals USA

DOSAGE FORM: Tablets STRENGTH: 15, 30 and 45 mg

CGMP STATEMENT/EIR UPDATE STATUS: Signed cGMP certifications
were provided on pages 3870 for the drug substance manufacturer
and 4059 for the drug product manufacturer. An acceptable EER
was issued based on profile for the drug substance manufacturer
3/12/01. Inspection of the finished dosage manufacturing
facility has been assigned but not yet performed.

BIO STUDY: The bio-study conducted on the applicant's product
and Organcn, Inc.’s Remeron® Tablets was found to be acceptable
by the Division of Bioequivalence on 5/24/01.

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S) :
The drug substance and drug product are both non-compendial. A
methods validation package has been sent to Diane O’"Brien, MV
Coordinator.

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?): Accelerated and room temperature stability
data support the proposed 24 month expiration date. Containers
used in the stability studies were identical to those described
in the container section. v

LABELING: See “Approval Summary” dated 9/20/01.

STERILIZATION VALIDATION (IF APPLICABLE): Not applicable to this
drug product.

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): A COMMON oo
designated as batch K-26724 ~. was manufactured by
Teva Pharmaceuticals Industries Ltd. using drug substances
supplied by Teva-Tech, Ltd. The **<=wmm-yas divided into three
sub-batches, one batch of each strength. The sub-batches were
designated as K-26725 15 mg dosage ! =~wwem= K-26726 30 mg




dosage  ———==""_ , and K-26727 45 mg dosage ' “sswws= _, The
executed batches were packaged in their entirety into the
commercial containers. All proposed packaging systems were used.

These were placed on accelerated and long-term stability study.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?): See above.

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): The proposed production batch sizes are =

wasmmees tablets (15mg), 7770 tablets (30 mg) and e
tablets (45 mg). The commercial production batch record is the
identical to the exhibit batch.

- l 7 [Z{“/a/

£
CHEMIST: Susan Zuk Efg] DATE: 11/8/01
SUPERVISOR: Richard Adams ‘ DATE :

T=3 B
| !

AR5 THIS WAY
SR ORIGINAL
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ANDA 76-119 APPLICANT: Teva Pharmaceuticals USA
DRUG PRODUCT: Mirtazapine Tablets 15 mg, 30 mg, 45 mg

In accordance with 21 CFR 314.50(d) (1) (i) and (ii) (a), you
have provided information regarding your analytical methods
and specifications for testing of Mirtazapine and
Mirtazapine Tablets. This information was sent to the FDA
field laboratory for validation of your test methods. The
field laboratory has completed testing and reported its
findings to the review chemist. Our analyst found that
certain integral information was omitted from your written
procedures. We therefore request that you provide the
following information as a telephone amendment:

1. The system suitability tests for Assay and
Chromatographic Purity of the drug substance do not
include precision requirements. We refer you to USP
<621>. Please revise the system suitability procedure to
require a precision test and provide RSD criteria.

2. Please provide the parameter for °
for the Residual Solvents Test.

3. Please include a precision test and acceptance criteria
in your analytical procedure for the e== determination
as part of the system suitability testing.

4. Please provide the formula for calculation of total
impurities in your procedure for the Degradation and
Impurities Test.

5. Please indicate the size of the w==used in the
' . for your Dissolution Test procedure.

APPEARS THIS WAY
ON ORIGINAL



ANDA APPROVAIL SUMMARY

ANDA: 76-119

DRUG PRODUCT: Mirtazapine Tablets

FIRM: Teva Pharmaceuticals USA

DOSAGE FORM: Tablets STRENGTH: 15, 30 and 45 mg

CGMP STATEMENT/EIR UPDATE STATUS: Signed cGMP certifications
were provided on pages 3870 for the drug substance manufacturer
and 4059 for the drug product manufacturer. An acceptable EER
was issued on 1/3/02.

BIO STUDY: The bio-study conducted on the applicant's product
and Organon, Inc.’s Remeron® Tablets was found to be acceptable
by the Division of Biocequivalence on 5/24/01.

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
The drug substance and drug product are both non-compendial. A
methods validation package has been sent to Diane 0O’Brien, MV
Coordinator. The field lab has completed its evaluation of the
analytical methods. This information has been added to the ANDA
file.

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?): Accelerated and room temperature stability
data support the proposed 24 month expiration date. Containers
used in the stability studies were identical to those described
in the container section. '

LABELING: See “Approval Summary” dated 1/23/03.

STERILIZATION VALIDATION (IF APPLICABLE): Not applicable to this
drug product. '

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): A COMMON oo
designated as batch K-26724 '/ s—eewww | was manufactured by
Teva Pharmaceuticals Industries Ltd. using drug substances
supplied by Teva-Tech, Ltd. The =~ == was divided into three
sub-batches, one batch of each strength. The sub-batches were
designated as K-26725 15 mg dosage - , K-26726 30 mg
dosage ! reeessmmass , and K-26727 45 mg dosage s The

o




executed batches were packaged in their entirety into the
commercial containers. All proposed packaging systems were used.
These were placed on accelerated and long-term stability study.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?): See above.

PROPOSED PRODUCTION BATCH -~ (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): The proposed production batch sizes are e
s, tablets (15mg), == tablets (30 mg) and =
tablets (45 mg). The commercial production batch record is the
identical to the exhibit batch.

; 2ile
CHEMIST: Susan Zuk DATE: 1/15/03 l%i !/
SUPERVISOR: Richard Adams . DATE : ' ’, N
e | /o3
B RW ]

APPEARS THIS WAY
ON ORIGINAL



ANDA APPROVAIL SUMMARY (Tentative Approval)

ANDA: 76-119

DRUG PRODUCT: Mirtazapine Tablets

FIRM: Teva Pharmaceuticals USA

DOSAGE FORM: Tablets STRENGTH: 15, 30 and 45 mg

CGMP STATEMENT/EIR UPDATE STATUS: Signed cGMP certifications
were provided on pages 3870 for the drug. substance manufacturer
and 4059 for the drug product manufacturer. An acceptable EER
was issued on 1/3/02.

BIO STUDY: The bio-study conducted on the applicant's product
and Organon, Inc.’s Remeron® Tablets was found to be acceptable
by the Division of Bioequivalence on 5/24/01.

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S) :
The drug substance and drug product are both non-compendial. A
methods validation package has been sent to Diane O'Brien, MV
Coordinator. The field lab has completed its evaluation of the
analytical methods. This information has been added to the ANDA
file.

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?) : Accelerated‘and room temperature stability
data support the proposed 24 month expiration date. Containers
used in the stability studies were identical to those described
in the container section.

LABELING: See “Approval Summary” dated 7/15/02.

STERILIZATION VALIDATION (IF APPLICABLE) : Not applicable to this
drug product.

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?) : A common __ ="
designated as batch K-26724 JITTTTTmeeTE ) was manufactured by
Teva Pharmaceuticals Industries Ltd. using drug substances
supplied by Teva-Tech, Ltd. The ™= was divided into three



sub-batches, one batch of each strength. The sub-batches were
designated as K-26725 15 mg dosage —_., K-26726 30 mg
dosage = ~——_——, and K-26727 45 mg dosage ' ~—"Z ‘. The
executed batches were packaged in their entirety into the
commercial containers. All proposed packaging systems were used.
These were placed on accelerated and long-term stability study.

SIZE OF STABILITY BATCHES - (IF DIFFERENTVFROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?): See above.

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): The proposed production batch sizes are =
i tablets (15mg), St tablets (30 mg) and _ . S
tablets (45 mg). The commercial production batch record is the
identical to the exhibit batch.

CHEMIST: Susan Zuk all ' DATE: 4/25/02, 7/25/02
SUPERVISOR: Richard Adams Eq;}d(%’” DATE: 7/25/02 s
- g
1l [z

APPEARS THIS WAY
ON GRIGINAL



76 -117

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
' PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

LEONPLETED JuN 2 0 2002

. DATE: June 12, 2002 .
el 1o
FROM: Russell Katz, M.D. - ‘%;‘ L}u)&v
Director . S

Division of Neuropharmacological Drug Products

SUBJECT: Package Insert Labeling for Approval of
Mirtazapine Abbreviated New Drug Applications

TO: Director, Office of Generic Drugs

The Office of Generic Drugs (OGD) consulted this division
regarding acceptable package insert labeling for generic Remeron
(mirtazapine) tablets. OGD has asked if the generic firms could
carve out the use of Remeron in maintaining a response in
patients with major depressive disorder, without compromising
safety or effectiveness for the remainder of the non-exclusivity
_ protected uses. This labeling, which was approved on April 9,
2002, was granted 3 years of Hatch/Waxman exclusivity. A meeting
was held to address this issue on June 10, 2002.

The meeting included representatives from The Office of Chief
Counsel, Office of Generic Drugs, and the Division of
Neuropharmacological Drug Products. The recently approved
protected additions to the Remeron labeling, and the proposed
generic carve-outs were discussed. The meeting participants
reviewed each section of the current Remeron package insert and
commented on the impact of each proposed deletion on the safety
and effectiveness of the drug product. The conclusion reached was
that generic firms could carve-out labeling associated with the
“use of Remeron in maintaining a response in patients with major
depressive disorder" without rendering generic products less safe
or effective for all remaining non-protected conditions of use.

Under the approach proposed by OGD and acceptable to this
division, the DOSAGE AND ADMINISTRATION section of the package
-insert for generic Remeron (mirtazapine) will have the following
changes:



-out:

-

i T

The INDICATIONS AND USAGE section will have the following

changes:

Paragraphs) :

o |
/

!
|
i/ _____

ANDA labeling with carve-out (37 & 4tn baragraphs) :

The effectiveness of mirtazapine in hospitalized depressed



patients has not been adequately studied. The physician who
elects to use mirtazapine for extended periods should
periodically re-evaluate the long-term usefulness of the
drug for the individual patient.

The CLINICAL PHARMACOLOGY section that addresses the results from
a longer-term study (last paragraph) will be carved-out. The
following are the proposed changes:

Current Remeron labeling without carve-out:

/,//

o g | .}
po

i !
H

ANDA Labeling with carve-out:

The above, the last paragraph in the Clinical Pharmacology
section, will be carved out.

The ADVERSE REACTIONS and PRECAUTIONS sections of the package
insert for generic mirtazapine will remain the same as that in
the current Remeron labeling, except for the few references to
the long-term study. In addition, the term “"Major Depressive
Disorder” has replaced ' ————

The Division of Neuropharmacological Drug Products believes that
generic Remeron (mirtazapine) applications can be approved
without including the maintenance use of this drug product in
major depressive disorder. Omitting the protected text, as
indicated above, will not render the generic products less safe
or effective than the listed drug for all remaining non-protected
conditions of use.



CENTER FOR DRUG
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Administrative Offices: Philip Erickson, R.Ph. .
TEVA PHARMACEUTICALS USA DIT?C’(OF, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

January 22, 2003

Gary Buehler, Director TELEPHONE AMENDMENT
Food and Drug Administration -

Office of Generic Drugs QPG AMENDMENT
Document Control Room

Metro Park North IT N ‘ AF

7500 Standish Place, Room150
Rockville, MD 20855-2773

ANDA 76-119

MIRTAZAPINE TABLETS 15 mg, 30 mg, and 45 mg

TELEPHONE AMENDMENT — RESPONSE TO JANUARY 21, 2003 TELEPHONE
" REQUEST

Dear Mr. Buehler:

We submit herewith a telephone amendment to the above referenced pending ANDA in
response to a telephone request made by Mark Anderson of your Office on January 21,
2003. Specifically, we are providing final printed insert labeling that includes reference to
only the 15 mg and 30 mg tablet strengths. Enclosed please find 12 final printed copies of
our revised insert labeling as well as a comparison of the newly revised labeling with that
which was last submitted to this ANDA which demonstrates that the only change is the
removal of the 45 mg product.

The enclosed final printed labeling is provided for your review and approval of the 15 mg
and 30 mg tablet strengths of Mirtazapine Tablets as presented in ANDA 76-119. If you
have any questions or comments please do not hesitate to contact me via telephone at
(215) 591-3141 or via facsimile at (215) 591-8812. '

Sincerely,

Enclosure

RECEIVED
JAN 2 3 2003
OGD / CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

January 7, 2003 ORIG AMENDMENT

| N/ p
Gary Buehler, Director MINOR AMENDMENT.
Office of Generic Drugs FINAL APPROVAL REQUESTED

Food and Drug Administration
Document Control Room
Metro Park North II

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

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
MINOR AMENDMENT — FINAL APPROVAL REQUESTED

Dear Mr. Buehler:

We submit herewith a minor amendment to the above-referenced, tentatively approved,
abbreviated new drug application in accord with a letter from the Office of Generic Drugs dated
October 8, 2002 which granted tentative approval of this file. Please note, revised final print
insert labeling was submitted on November 25, 2002 in response to your letter dated November
6, 2002. Additionally, TEVA Pharmaceuticals USA provided a copy of the December 18, 2002
court order in favor of TEVA, on December 19, 2002. At this time we also formally requested
final approval of our pending ANDA. Beyond the information supplied in the aforementioned

submissions, no substantive changes have been made to the control documentation submitted in
this application.

This information is submitted for your review and final approval of ANDA # 76-119. Should
there be any questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile at
(215) 591-8812.

PE/cw

ordon—
Enclosures

: ' ' , RECEIVED

Sincerely,

JAN 0 872003

N
N
_\\
OGD/CDER N

N
N
AN
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

December 19, 2002

Gary Buehler, Director NOTICE OF COURT ORDER -
Office of Generic Drugs COMMENCEMENT OF EXCLUSIVITY -
Food and Drug Administration

Document Control Room » HEW CORRESP % 'z
Metro Park North II N ‘S\
7500 Standish Place, Room 150 Q ‘7,{)
Rockville, MD 20855-2773 / = >

ANDA #76-119 2y © UL
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg =5 s =2 of

NOTICE OF COURT ORDER ~ COMMENCEMENT OF EXCLUSIVITY

Dear Mr. Buehler: " -
o /72/7 <z ?

We submit herewith notification of a court order issued by the United States District Court,
District of New Jersey regarding the Civil Action between the plaintiffs, Organon Inc. and Akzo
Nobel N.V., and the defendants, Teva Pharmaceuticals, Inc. and Mylan Pharmaceuticals, Inc.
This court order is dated December 18, 2002 and grants defendants’ motion for summary
judgement. As such, the 180 day exclusivity period to which Teva Pharmaceuticals USA is
entitled as the first applicant to submit a substantially complete Abbreviated New Drug
Application containing certification in accord with Section 505(0)(2)(A)(vii)(IV) of the Federal
Food, Drug and Cosmetic Act, as amended, has commenced. Teva Pharmaceuticals USA
provides a copy of the aforementioned court order herein and requests expeditious approval of
our pending ANDA that had received tentative approval on October 8, 2002. '

This information is submitted for your review and final approval of ANDA # 76-119. Should

there be any questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile at
(215) 591-8812. .

Sincerely,

. Enclosures RECEIVED

DEC 2 0 2007
OGD/CDER
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' Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

November 25, 2002

Gary Buehler LABELING AMEN DMENT
Office of Generic Drugs
Food and Drug Administration ORIG AMENDMENT

Document Control Room

Metro Park North II M! AV
7500 Standish Place, Room 150

Rockville, MD 20855-2773 F P L

ANDA #76-119
MIRTAZAPINE TABLETS 15 mg, 30 mg and 45 mg
LABELING AMENDMENT — RESPONSE TO NOVEMBER 6, 2002 REVIEW LETTER

Dear Mr. Buehler:

' We submit herewith a labeling amendment in response to a letter dated November 6, 2002 from
the Labeling Review Branch. For ease of review, a copy of the review letter is included in
Attachment 1. Specifically, the review letter requested changes to our proposed package insert
in accord with recent changes in the reference listed drug’s labeling approved April 9 and
September 30, 2002. Enclosed, please find 12 final printed copies of our revised package insert
(Attachment 2) and a comparison of our package insert with the current reference listed drug’s
package insert (Attachment 3). -

The information provided herein represents, in our opinion, a complete response to your letter
dated November 6, 2002 and is submitted towards the continued review and approval of the
above referenced pending ANDA. If you have any questions, please do not hesitate to contact
me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,
RECEIVED
/e NOV 2 6 2007
PE/ac - o7
Enclosures OGD/CDER
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Administrative Offices: . ' Philip Erickson, R.Ph,
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage. Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

BRIG AMENDMENT
July 5, 2002 N / At
Gary Buehler, Director N ~ , LABELING AMENDMENT
Office of Generic Drugs s felimg A% i’
Food and Drug Administration il N L/ (2
Document Control Room /( 1 '/{ié;é 7 / ! ,
Metro Park North II g Y Y
7500 Standish Place, Room 150 o Ve

Rockville, MD 20855-2773

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg and 45 mg
LABELING AMENDMENT - RESPONSE TO JULY 5, 2002 REVIEW LETTER

Dear Mr. Buehler:

We submit herewith a labeling amendment in response to a letter dated July 5, 2002 from the
labeling review branch. For ease of review, please find a copy of the July 5, 2002 review letter

. in Attachment 1.

The package insert labeling has been revised as requested. Please find 12 final printed labels and
a comparison of our proposed labeling with our last submission in Attachment 2.

his information is submitted for your continued review and approval of this pending ANDA. If

T
there are any further questions, please do not hesitate to contact me at (215) 591-3141 or via
facsimile at (215) 591-8812.

Sincerely,

PE/jb ‘
Enqlosures

RECEIWVED
Jur 082002
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

Tuly 3, 2002

Gary Buehler, Director PATENT AMENDMENT
Office of Generic Drugs

Food and Drug Administration : [(/ . >
Document Control Room i[ : /j [

Metro Park North I NEWCORRESP Py o T
7500 Standish Place, Room 150 Ne |
Rockville, MD 20855-2773

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg

- PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Shquld you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/jbp _

Enclosures ECEIVED
A0 05 2002

0GD/cDER
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Administrative Offices: Philip Erickson, R.Ph,
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 : Solid Oral Dosage Forms
North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

MNEW CORRESP
July 2, 2002 NI
Gary Buehler, Director PATENT AMENDMENT
Office of Generic Drugs
Food and Drug Administration _ _ =/
- Document Control Room %éi

| P
Metro Park North IT | 4% F Zf g2

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

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIF ICATIONFOR U S. PATENT 6,399,310

Dear Mr. Buehler:

Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

éuZ&L__ - RECEIVED
PE/jbp

Enclosures | | JUL 032002 -
OGD / CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1090 -7 ?

Phone: (215) 591 3141
FAX: (215) 591 8812

i TN ey e
R LORRIS

NC

July 1, 2002

Gary Buehler, Director PATENT AMENDMENT
Office of Generic Drugs 'MZ_

Food and Drug Administration - _\/

Document Control Room o s v ?/O

Metro Park North II 7 e o Ty

7500 Standish Place, Room 150 Sy O, o 2

Rockville, MD 20855-2773 | VI %t .

ANDA # 76-119 A yho™ oy
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg 7% A

PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310
Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note .
that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent -
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

é}@w RECENED

PE/jbp JUL 0 2 2002

Enclosur
© OGD/ CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1090 “Z,}

Phore: (215) 591 3141
FAX: (215) 591 8812

| NEW CORRESP
June 28, 2002 /U ¢
Gary Buehler, Director | PATENT AMENDMENT
I? (ffg 21(1)5 g:llzrj:dll)nr;lgi:tration 7/ pra
Document Control Room ﬂ/rf

Metro Park North II s
7500 Standish Place, Room 150 . oA L Sf/ g
ANDA # 76-119

Rockville, MD 20855-2773 / /9
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg

PATENT AMENDMENT- PATENT CERTIFICATION F OR U.S. PATENT 6,399,310
. Dear Mr. Bilehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

Rl Eriek Gon RECEIVED
% /gy

Enclosures JUL 612002

@ | OGD / CDER
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TRELVA

Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Philip Erickson, R.Ph.
Director, Regulatory Affairs
Solid Oral Dosage Forms

Phone: (215) 591 3141
FAX: (215) 591 8812

June 27,2002

Gary Buehler, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North IT

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

ANDA # 76-119

MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg

PATENT AMENDMENT
Wit YR722
M/ /3/«’0/ /f/

7

PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has'been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/jbp
Enclosures

Wh E IS
PM,}O v /Q%/

RECEIVED

JUN 2 82002
OGD / CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3141
FAX: (215) 591 8812

June 26, 2002 SEW CORRESP

Gary Buehler, Director NC PATENT AMENDMENT
Office of Generic Drugs

Food and Drug Administration

Document Control Room ___% 4 //7 ¥

Metro Park North IT .
7500 Standish Place, Room 150 /V ot /. St 0//?71
Rockville, MD 20855-2773 : ‘ /7 7' /

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent -
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

p Eneker bg RECEIVED
PE/jbp | oo
Enclosures JUN 2 72002

OGD / CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA . Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600 )

NEW CORRESP
June 25, 2002 N

Gary Buehler, Director PATENT AMENDMENT
Office of Generic Drugs

Food and Drug Administration A /? 7 f/_l/l/é__

Document Control Room ,
Metro Park North I zZd 45//0/ et

7500 Standish Place, Room 150

Rockville, MD 20855-2773 | y /7/

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore; Teva anticipates that

Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,
Mgp Encksn, y
PE/jbp | Dey RECEIVED
Enclosures JUN 2 6
2002
OGD/CpEeR
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Administrative Offices: Philip Erickson, R.Ph,
TEVA PHARMACEUTICALS USA ] Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1 090

Phone: (215) 591 3000
FAX: (215) 591 8600

NC
June 24, 2002

Gary Buehler, Director PATENT AMENDMENT
Office of Generic Drugs

Food and Drug Administration ,,”_/LE_ 4/76

Document Control Room

Metro Park North II Wof Aoty et

7500 Standish Place, Room 150

Rockville, MD 20855.2773 | /7/7 |

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,
P Enclesym, )

| RECEIVED
PE/jbp ‘ D‘Q/
Enclosures ~JUN 25 2002

OGD/CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

NEW CORRESp
rSC

June 21, 2002

Gary Buehler, Director PATENT AMENDMENT
Office of Generic Drugs S

Food and Drug Administration " ’V:?Z

Document Control Room [/}_5-

Metro Park North II

Nof /s £/
7500 Standish Place, Room 150 . , SEr.
Rockville, MD 20855-2773 //7 //

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIF ICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with T herapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that

Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812. |

Sincerely,

é%“———’/ RECEIVED

PE/jbyy /- _ _
Enclosures _ JUN2 4 2002
OGD/CDER
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Administrative Offices: : Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

OF WU &
\ DNk
$ ts \<§{$ }\’0‘}‘\&
NP
Gary Buehler, Director Q\Q\iﬁ % <¥2 PATENT AMENDMENT

June 20, 2002

Office of Generic Drugs &G

Food and Drug Administration \&S/ \(¥ Q}y\
Document Control Room : WEUHRE‘~>
Metro Park North II o
7500 Standish Place, Room 150 » ” c

Rockville, MD 20855-2773

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg |
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/jbp

Enclosures RECEIVED

JUN 2 1 2002
OGD/CDER




Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

n\
» ' Cﬁz Q-
Phone: (215) 591 3000 -
FA)(Z]?NS) 591 86QO w&% \

NEW CORRs Ny @
June 19, 2002 | RESS o %

N SN
‘ SR\ TENT AMENDMENT
SN
N

e s

Gary Buehler, Director
Office of Generic Drugs
Food and Drug Administration

/X
7/
Document Control Room (%g &,}‘O &

Metro Park North IT (/u?\
e

7500 Standish Place, Room 150 Q\ﬁ &{%
N
w l..

Rockville, MD 20855-2773

ANDA #76-119 -
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of -
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not

hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely, ,
%,éé/* = RECEIVED
PEAbp ( | | '

Enclosur JUN 2 0 2002

OGD / CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090
C a\/

Phone: (215) 591 3000 b\f" A
FAX: (215) 591 8600 \2&&

NEW CORRESF Y K
June 18, 2002 NS A o

Gary Buehler, Director N PATENT AMENDMENT

N\
Office of Generic Drugs 9 /0\ X
Food and Drug Administration 3} (,(P 0

Document Control Room '5 (3§$\
Metro Park North 11 7 (ﬁ A0
7500 Standish Place, Room 150 )Hu
Rockville, MD 20855-2773 SO .

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

' Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,
[& g RECEIVED
Enclosures - JUNT1 g 2007

OGD/cpER
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Administrative Offices: . Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090
\

Phone: (215) 591 3000

FAX: (215) 591 8600 i{)\
W
SN

June 14, 2002 R <X\ N
. : NEW -© .
Gary Buehler, Director N EWA}:QRRESP@') %@3 ’PAﬁNT AMENDMENT
Office of Generic Drugs C NV e WO
Food and Drug Administration /3(/ -9
Document Control Room »é[ f
Metro Park North II Q § ®' '
7500 Standish Place, Room 150 P /O‘}(

Rockville, MD 20855-2773 qgﬂ!‘y& ‘yp)a_
%
S

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

(P

PE/jbp . " RECEIVED
Enclosures
" JUN 1 82002
OGD /CDER
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Administrative Offices: . Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1090 (5)(), . y

\ " 0- 4
Phone: (215) 591 3000 /)( \ o «\
FAX: (215) 591 8600 /D\ :

W
YL F o
v v
June 13, 2002 ’ @@%ﬁ?&

L
Gary Buehler, Director %ﬁ%@ > PATENT AMENDMENT
Office of Generic Drugs \ - NEW
Food and Drug Administration ﬁ\éx N ' ISOERESP

Document Control Room
Metro Park North IT

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

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

,\ |
PE/jbp 6 | - RECEIVED

Enclosures
JUN 1 4 2002
OGD/CDER
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1090 A

Phone: (215) 591 3000
FAX: (215) 591 8600

Rpretydcs
ol
& W

June 12, 2002

&
QA
Gary Buehler, Director C@\i’% (-5&5( PATENT AMENDMENT

Office of Generic Drugs ‘}‘G/ oo

Food and Drug Administration . X

Document Control Room - NEW CORRESP
Metro Park North IT - NC

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

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

. Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/jbp

Enclosures RECEIVED
2 JUNT 3 2002

OGD/CDER
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Administrative Offices: \J“\ Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 : _ Solid Oral Dosage Forms

North Wales, PA 19454-1090

P G s
o

G

June 11, 2002 & m@({,

Gary Buehler, Director &g}\f‘% PATENT AMENDMENT
b

Phone: (215) 591 3000
FAX: (215) 591 8600

Office of Generic Drugs Qf
Food and Drug Administration ?X/ >
Document Control Room
Metro Park North IT

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

ANDA #76-119 |
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg o
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On
information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note
that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

Enclosures” RECEIVED

JUN 12 2002
OGD /CDER
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TEVA PHARMACEUTICALS USA Director, Regulatory Affairs

1090 Horsham Road, PO Box 1090 %‘ Solid Oral Dosage Forms
North Wales, PA 19454-1090 P}(}/ O A
{£x L r] (\L

Administrative Offices: / Philip Erickson, R.Ph.

NS
k@\&’ 2

Phone: (215) 591 3000
FAX: (215) 591 8600

June 10, 2002 Q)

Gary Buehler, Director (O PATENT AMENDMENT
Office of Generic Drugs %EW CORRESP

Food and Drug Administration

Document Control Room ' N C

Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399,310

Dear Mr. Buehler:
We submit herewith an amendment to the above-referenced pending ANDA for the purpose of

providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No. 6,399,310, which on its face, has been assigned to Organon. On

- information and belief that the aforementioned patent is sought to be listed in FDA’s Approved

Drug Product with Therapeutic. Equivalence Evaluations for the reference listed drug Remeron®
Tablets, Teva wishes to provide the enclosed certification with regard to this patent. Please note

- that U.S. Patent No. 6,399,310 issued on June 4,2002. Therefore, Teva anticipates that

- Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent

within 30 days of issue so as not to be considered late listed.

Shquld you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

G

Enclosures ’ RECEIVED

JUN 11 2002
OGD /CDER
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Administrative Offices: 3 Philip Erickson, R.ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs

1090 Horsham Road, PO Box 1090 D‘ % Solid Oral Dosage Forms
- O

North Wales, pA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

June 7, 2002 : . ' XD (&y\%
13

Gary Buehler, Director

PATENT AMENDMENT

Office of Generic Drugs ,
Food and Drug Administration k(/ ;a NEW CORRESP
Document Control Room Nc

Metro Park North 11

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

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIF ICATIONFOR U S. PATENT 6,399,310

Dear Mr, Buehler:

that U.S. Patent No. 6,399,310 issued on June 4, 2002. Therefore, Teva anticipates that
Organon, as owner of NDA 20-415 for Remeron® Tablets, would take steps to list this patent
within 30 days of issue so as not to be considered late liste .

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

RECEIVED
Enclosures JUN 10 2002
OGD /CDER
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Administrative Offices: - Philip Erickson, R.Ph,
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs

1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
* North Wales, pa 19454-1090

Phone: (215) 591 3000

FAX: (215) 591 8600

June 6, 2002

- 0
Gary Buehler, Director : /\/ AJ/ 6 ) P} k PATENT AMENDMENT
Office of Generic Drugs _
Food and Drug Administration C AT /s /eo/ ’ 72
Document Contro] Room )
Metro Park North I D53 ve 1.
7500 Standish Place, Room.150

Fooone
Rockville, MD 20855-2773 Ve /( .

ANDA #76.119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT- PATENT CERTIFICATION FOR U.S. PATENT 6,399.310

NEW CORRESP

Dear Mr. Buehler:

Organon, as owner of NDA 20-415 for Remeron® Tablets, would take Steps to list this patent
within 30 days of issue S0 as not to be considered late listed.

Should you have any questions concerning the information contained herein, please do not
hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely, _
‘ 2o

(P S

PE/jbp |

Enclosures ‘ ' JUN 06 2002

OGD/ CDER
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Administrative Offices: Deborah A. Jaskot, M.S., RAC '
TEVA PHARMACEUTICALS USA Executive Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 .

North Wales, PA 19454-1090

————
Phone: (215) 591 3000
N[AE

FAX: (215) 591 8600

May 20, 2002 ORIB AlENTAENT
Gary Buehler, Director UNSOLICITED AMENDMENT
Office of Generic Drugs , LABELING

Food and Drug Administration
Document Control Room

Metro Park North 11 ,

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

ANDA # 76-119
MIRTAZAPINE
UNSOLICITED AMENDMENT - LABELING

Dear Mr. Buehler:

Should you have any comments or questions, please feel free to contact me at (215) 591-3142 or
via facsimile at (215) 591-8812. '

Sincerely, -

&v%w | ECENVED

WAY 2 1 200
DAJ '
Enclosures OGD / Cb ER



Administrative Offices: Deborah A. Jaskot, M.S., RAC
TEVA PHARMACEUTICALS USA Executive Director, Regulatory Affairs

1090 Horsham Road, PO Box 1090

North Wales, PA 19454-1090
e ___‘\__.\\
Phone: (215) 591 3000 .

FAX: (215) 591 8600

May 1, 2002
Gary Buehler, Director LABELING AMENDMENT
Office of Generic Drugs AND EXCLUSIVITY STATEMENT

Food and Drug Administration
Document Control Room

Metro Park N orth IT m MT
7500 Standish Place, Room 150 o
Rockville, MD 20855.2773 NA(\F |

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, AND 45 mg
LABELING AMENDMENT AND EXCLUSIVITY STATEMENT

Dear Mr. Buehler:

Teva Pharmaceuticals USA is aware of an exclusivity granted to Organon, Inc., the sponsor of
the reference listed drug, Remeron®, in conjunction with the approval of a supplement to the

NDA for “the use of Remeron (rmrtazaplne) tablets in maintaining a Tesponse in patients with
major depressive disorder.” (See copy of supplementa] NDA approval letter to NDA 20-415

Additionally We have enclosed ap exclusivity statement addressing the M-18 exclusivity granted
tor()irganon, Inc.

Shoplq there be any questions, please do not hesitate to contact me at (215) 591-3142 or via
fa9s1m11e at(215) 591-8812.

Sﬁ;éerely,

RECEIVED
MAY 0 &.2002
OGD /CDER
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Administrative Offices: Philip Erickson, R.Ph,
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Boy 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

April 23, 2002

Gary Buehler, Director TELEPHONE AMENDMEN T
Office of Generic Drugs

Food and Drug Administration

Document Control Roomy AMENDMENT
Metro Park North IT ORiG

7500 Standish Place, Room 150 N / A

Rockville, Maryland 20855-2773

ANDA # 76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg and 45 mg _
TELEPHONE AMENDMENT - RESPONSE TO APRIL 12, 2002 TELEPHONE CONTACT

Dear Mr. Buehler:

We submit herewith a telephone amendment to the above-referenced, pending Abbreviated New
Drug Application in Tesponse to a telephone conversation between Mark Anderson and Susan Zuk

as part of the system suitability requirements. The RSD criteria for the precision test are
NMT === for Chromatographic Purity and NMT —, for Assay. This revised manual
is provided in Attachment 2. :

2. The raw materia] procedure manual for determination of residyal solvents (2485-RS, Ed.
' 005) was revised to include the ~ - -~ - - . AlSO @ precision test
and acceptance criteria was added to the ' determination as part of the system
suitability test, in accord with the Agency’s request. This revised manual is provided in

Attachment 3.

3. See response number 2 above.

RECEIVED
APR 2 4 2002
OGD / CDER



ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
TELEPHONE AMENDMENT — RESPONSE TO APRIL ; 2, 2002 TELEPHONE CONTACT

4. The formula for calculation of tota] Impurities of the drug substance can be found in
Attachment 2, 2485-H, Ed. 006. The R & D method for the drug product Assay, Impurities
& Degradation Products Determination (SI-11379, Eq. 03) as well as the F mished Product
Procedure Manua] (PR-0122, Ed. 03) for release and stability studies both contain the
formula for the calculation of tota] impurities. Both of these procedure manuals are provided
In Attachment 4,

5. The ' <= size used in the Dissolution test jg = =ww- The dissolution test method has been
revised to indicate the use of thig * wescme {inthes e esmser~ This revised method,
SI-17073, Ed. 02, is provided in Attachment 5.

This information is submitted for your continued review and approval of this pending application,
If you have any questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile
at (215) 591-8812.

Sincerely,
o Sl

PE/sah
Enclosures
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Administrative Offices; Philip Erickson, R.Ph,
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 ' Solid Oral Dosage Forms

North Wales, PA 19454.1 090

Phone: (215) 591 3000
FAX: (215) 591 8600

April 5, 2002
Gary Buehler, Director MINOR AMENDMENT
Office of Generic Drugs 90-DAY AMENDMENT

Food and Drug Administration
Document Control Room
Metro Park North 1T

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

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
MINOR AMENDMENT - 90-DAY AMENDMENT

Dear Mr. Buehler:

We submit herewith a minor amendment to the above-referenced, tentatively approved,
abbreviated new drug application in accord with a letter from the Office of Generic Drugs dated

Please note that the following documents have been revised since they were last subﬁg&%’w@ﬁ
Agency in ANDA #76-119 or amendments to the file:

Chemistry, Manufacturing and Controls: APR 0 82 002
. : OGD/GDER
Raw Material Last Submitted | Current Summary of Changes TI
o Method Method

s

]
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ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
MINOR AMENDMENT — 90-DAY AMENDMENT

Page 2 of 2
Raw Material Last Submitted | Current Summary of Changes
Method Method
e T TT e Tt - 7 w\
1 )
! 3‘} 1 fr ):;
|
. {
1
| | Attachment 8 | 25/NF 20.

Currently available room temperature stability data are provided in Attachment 9.

Provided in Attachment 10 is a copy of the cover letter sent by the holder of DMF # ~=== (o the
Agency dated March 12, 2002 updating their file.

This information is submitted for your review and final approval of ANDA # 76-119 upon
resolution of court proceedings. Teva Pharmaceuticals USA commits to provide evidence of the
court ruling in an amendment to this application once it is available. Should there be any
questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile at (215) 591-
8812.

Sincerely,

v%/% Eiorty

PE/sah
Enclosures
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Administrative Offices: ' Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA - : Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

December 28, 2001 }JW‘E

ORG ANy

Gary Buehler, Director TELEPHON E AMENDMENT
Office of Generic Drugs
Food and Drug Administration
Document Control Room
Metro Park North IT
7500 Standish Place, Room 150
Rockville, Maryland 20855-2773
ﬁ%ﬁégﬁg TABLETS, 15 &{E%\

, 15mg, 30 mg and 45 mg A\ 2
TELEPHONE AMENDMENT - RESPONSE TO DECEMBER 21, 2001 TELEPHONE O};ITA'C-’I“"\;

T 3 120

Dear Mr. Buehler: % Ut Q\ 7

l

We submit herewith a telephone amendment to the above-referenced, pending Abbrev1ate?t‘N Rg.,%??
Drug Application in response to a telephone conversation between Mark Anderson and Susan Z’/ﬁ&

of the Office of Generic Drugs and Philip Erickson, Director of Regulatory Affairs on December 21,

2001. Specifically, Mr. Anderson and Ms. Zuk requested that we provide data on the melting point

of Mirtazapine drug substance and justify our —~— content specification. These items are discussed

in further detail below in the order in which they were presented in the afore mentioned conversation.
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ANDA #76-119

MIRTAZAPINE TABLETS, 15 mg, 30 mg and 45 mg

TELEPHONE AMENDMENT - RESPONSE TO DECEMBER 21, 2001 TELEPHONE CONTACT
PAGE 2 of 2

This information is submitted for your continued review and approval of this pending application.
If you have any questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile
at (215) 591-8812.

Sincerely,

PE/jws
Enclosures
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North Wales, PA 19454-1090

\ ' / 5
Administrative Offices: / ,O/)( Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA ¥ Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 @ \ Solid Oral Dosage Forms

Phone: (215) 591 3000

FAX: (215) 591 8600 WEW CORRESS
December 4, 2001 M C
Gary Buehler, Director AMENDMENT WITHDRAWAL
Office of Generic Drugs :

Food and Drug Administration
Document Control Room
Metro Park North IT

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

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
REQUEST FOR WITHDRAWAL OF AMENDMENT DATED 11/14/01

Dear Mr. Buehler:

In response to a November 21, 2001 telephone conversation between Martin Shimer of the Office
of Generic Drugs Regulatory Support Branch and Philip Erickson of TEVA Pharmaceuticals USA,
we submit herewith a request to withdraw our patent amendment dated November 14, 2001. TEVA
submitted the November 14, 2001 amendment towards the above-referenced pending ANDA for the
purpose of providing patent certification for U.S. Patent No.6,303,595 (hereafier, “the ‘595 patent™).
TEVA filed that certification on information and belief that the aforementioned patent was sought
to be listed in FDA’s Approved Drug Product with Therapeutic Equivalence Evaluations. However,
we have been informed that FDA had not received a request for listing from the NDA holder
regarding this patent within 30 days of its issue. Per Mr. Shimer’s request, we respectfully request
withdrawal of our November 14, 2001 Paragraph IV patent certification for the ‘595 patent.
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Corporate Headquarters: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA ’ Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 : Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

November 27, 2001 tﬂ\ 113

ORIG AMENDVENT
Gary Buehler, Director UNSOLICITED AMENDMENT
Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

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

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
UNSOLICITED AMENDMENT — FINAL PRINTED LABELING

Dear Mr. Buehlerﬁ

We submit herewith an unsolicited amendment to the above-referenced pending ANDA.
Specifically we are submitting final printed labeling which is identical to the previously
submitted labeling with the exception of corrections to minor typographical errors. The
modifications are highlighted for ease of review.

We look forward to your continued review and approval of ANDA # 76-119. Should there be
any questions, please do not hesitate to contact me at (215) 591-3141 or via facsimile
at (215) 591-8812.

Sincerely,

ALy Ebitforge ~

PE/asg
Enclosures
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Administrative Offices: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

November 14, 2001 !

Phone: (215) 591 3000 y: ‘
FAX: (215) 591 8600
1\) ky/ I\ %’D(
5 4

ai‘wf
Gary Buehler, Director PATENT AMENDMENT
Office of Generic Drugs
Food and Drug Administration
Document Control Room
Metro Park North IT
7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
PATENT AMENDMENT —CERTIFICATION TO U.S. PATENT # 6,303,595

Dear Mr. Buehler:

We submit herewith an amendment to the above referenced pending ANDA for the purpose of
providing an additional patent certification statement. Teva has recently become aware of the
existence of U.S. Patent No.6,303,595 which, on its face, has been assigned to Akzo Nobel N.V.
On information and belief that the aforementioned patent is sought to be listed in FDA’s Approved
Drug Product with Therapeutic Equivalence Evaluations, Teva wishes to provide the enclosed
certification with regards to this patent.

Should you have any further comments or questions please do not hesitate to contact me via
telephone at (215) 591-3141 or via facsimile at (215) 591-8812. '

Sincerely,

PE/rsv | §
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Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Philip Erickson, R.Ph.
Director, Regulatory Affairs
Solid Oral Dosage Forms
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Phone: (215) 591 3000
FAX: (215) 591 8600
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September 10, 2001
Gary Buehler, Director MINOR AMENDMENT
Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773
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ANDA #76-119 o

MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
MINOR AMENDMENT - RESPONSE TO JULY 20, 2001 REVIEW LETTER

Dear Mr. Buehler:

We submit herewith a minor amendment to the above-referenced pending abbreviated new drug
application in response to a July 20, 2001 review letter from the Agency as well as an August 2, 2001
telephone conversation between Mark Anderson of the Office of Generic Drugs and Philip Erickson,
Director of Regulatory Affairs at TEVA USA. In that conversation, Mr. Anderson requested the
addition of a method and specification for testing the active ingredient’s melting point. Please note
that Comment A(2) made this same request, and therefore Response A(2) below addresses Mr.
Anderson’s request. :

For ease of review, pleése find in Attachment 1 a copy of the July 20, 2001 review letter for your
reference. Please note that we have responded to the deficiencies in the order in which they were
presented to us. '

A. Deficiencies

1. There 1s no available pharmacopeial reference standard for Mirtazapine. As such, our

A
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ANDA 76-119

Mirtazapine Tablets, 15 mg, 30 mg and 45 mg
Minor Amendment

Page 5 of 5

to keep the inserts neutral so as to allow for their use in multiple distributor labeled
packaging. Also, please note that at the time of preparation of final print container labels,
it is our format to distinguish between tablet strengths with the use of contrasting colors.

Please find in Attachment 18 four copies of draft container labels, followed by a comparison
document which calls out changes made to the labels since they were last submitted to the
Agency.

Also, please find in Attachment 19 four copies of the draft package insert, followed by a
a comparison document which calls out changes made to the insert since it was last
submitted to the Agency.

Lastly, we acknowledge that the bioequivalence comments provided in the J uly 20, 2001 letter are
preliminary and are subject to revision after review of the entire application. The bioequivalence
comment regarding our dissolution specification is addressed in Response A(6) above (specification
has been revised to NLT =~ (Q) in 15 minutes).

It is TEVA USA’s opinion that the information presented herein represents a full and complete
response to the July 20, 2001 review letter. This information is submitted for your continued review
and approval of ANDA #76-119. If there are any further questions, please do not hesitate to contact
me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

PE/asg
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Corporate Headquarters: Philip Erickson, R.Ph.

TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 19454-1090
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July 27, 2001 o

Gary Buehler, Director PATENT INFORMATION
Office of Generic Drugs '
Food and Drug Administration

- Document Control Room

Metro Park North II

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

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
NOTIFICATION OF FILING OF LEGAL ACTION FOR PATENT INFRINGEMENT

Dear Mr. Buehler:

We submit herewith new correspondence to the above-referenced pending abbreviated new drug
application to notify the Agency ofa June 8,2001 correspondence from Basil J. Lewris of Finnegan,
Henderson, Farabow, Garrett & Dunner, L.L.P. on behalf of Akzo Nobel N.V. (Akzo) and Organon
Inc. (Organon). Specifically the letter serves to notify us that Akzo and Organon have filed an action
of patent infringement against Teva in the United States District Court for the District of New Jersey.
Akzo and Organon believe that Teva’s submission of ANDA #76-1 19 which seeks approval for the
commercial manufacture, use, or sale of mirtazapine tablets before the expiration of United States Patent
No. 5,977,099 infringes on United States Patent No. 5,977,099. Please find the June 8, 2001 letter
enclosed for ease of review.

Should there be any questions regarding the information contained herein, please ‘do not hesitate to
contact me by phone at (215) 591-3141 or by facsimile at (215) 591-8812.
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Sincerely,

PE/asg
Enclosures
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1300 1 STREET, N. w.
WASHINGTON, DC 20005-33 15
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Food & Drug Administration HAND DELIVERY VIA
Office of Generic Drugs } \)b\}-%Q WASHINGTON EXPRESS
(HFD-600) " ' SERVICES, INC,
7500 Standish Place ‘ ] N ot
Rockville, MD 20855 S(T>
| # NEW CORRESP
Attn: Mr. Gregory Davis
gory ’ MQ

Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg y ‘ ;
Abbreviated New Drug Application No. 76-119 @w,mu)

Notification of F iling of Legal Action for Patent Infringement
Dear Mr. Davis: (OIZJ@/O/

We represent Akzo Nobel N V. (Akzo Nobel) and Organon Inc. (Organon), the
owner and exclusive licensee, respectively, of United States Patent No. 5,977,099,
Organon is also the owner of New Drug Application No. 20-415. We are sending you
this letter on behalf of our clients pursuant to 21 C.F.R. § 314.107(H)(2) to notify you of
the following:

(1) Christopher Pelloni, Vice President, Research & Development of Teva
Pharmaceuticals US , Inc. (Teva), sent a letter to Akzo Nobel dated April 24, 2001,
providing information pursuantto 21 U.S.C. § 355(j)(2)(B)(ii). Based on that letter, we
provide the following information

(i) Teva submitted to the FDA an abbreviated new drug application
(ANDA) which seeks approval to engage in the commercial manufacture,

(i) The ANDA number is ANDA 76-119.

(i)  The name of the proposed drug product is mirtazapine tablets,
15 mg, 30 mg and 45 mg. -

(iv)  The active ingredient, strength, and dosage form of the proposed
drug product is mirtazapine 15 mg, 30 mg, Mg tablets for oral

&

administration. /
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FINNEGAN, HENDERSON, FARABOW, GARRETT & DUNNER, L.L.P.

Food and Drug Administration
June 8, 2001
Page 2

(v)  The patent number and expiration date of the patent which Teva
alleges to be invalid, unenforceable, or not infringed is United States
Patent No. 5,977,099, which expires June 16, 2017.

(2)  Organon received Teva’s letter on or about April 27, 2001.

CERTIFICATION

We hereby certify that on June 6, 2001, Akzo and Organon filed an action for
patent infringement against Teva in the United States District Court for the District of
New Jersey (Civil Action No. 01-2682 (FSH)). Akzo and Organon state, among other
things, that under 35 U.S.C. § 271(e)(2)(A) Teva’s submission to the FDA of an ANDA
to obtain approval for the commercial manufacture, use, or sale of mirtazapine tablets
before the expiration of United States Patent No. 5,977,099 was an infringement of
United States Patent No. 5,977,099.

We therefore respectfully request that the approval of Teva's ANDA for 15 mg,
30 mg, and 45 mg mirtazapine tablets shall not be made effective until at least the
expiration of the 30-month period as provided by 21 U.S.C. § 355(j)(4)(B)(iii), subject to
an appropriate ruling by the Court.

Sincerely,

FINNEGAN, HENDERSON, FARABOW,
GARRE'IT & DUNNER

B o

agil’J. Lewris
BJL/kd . . ‘\"{“\L\ i de&éi‘
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cc:  Christopher Pelloni (via first class mail)

Vice President, Research & Development* JUN 13 2001
TEVA Pharmaceuticals USA, Inc. ' Oub §
1090 Horsham Road &
P. 0. Box 1090 s

North Wales, PA 19454-1090
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Corporate Headquarters: Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA : _ Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

May 11, 2001 himss o DYy

Gary Buehler, Director PATENT IN FORMATIOI\;‘\ v 7
Office of Generic Drugs ' \%\ , v
Food and Drug Administration ﬁ Ly Vq'
‘Document Control Room (_Q 5

Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
RECEIPT OF NOTICE UNDER SECTION 505(G)(2)(B)(I) AND 21 CFR 314.95

Dear Mr. Buehler:

In accord with 21 CFR 314.95 (e), TEVA Pharmaceuticals USA provides herein documentation of the
receipt of Notice of Certification for U.S. Patent No. 5,977,099. The Notices, sent to Organon Inc.,
USA and Akzo Nobel, N.V. (the affected NDA holder and patent owner, respectively), were received
on April 27,2001. This date is evidenced by the attached copies of the return receipts. In accord with
314.95(), the first day of the 45-day period provided for in section S05()(4)(B)(iii) of the Act is April
28,2001, the first day after receipt of notice. The 45-day period will therefore end on June 1 1,2001.

Should there be any questions regarding.the information contained herein, please do not hesitate to
contact me by phone at (215) 591-3141 or by facsimile at (215) 591-8812.

Sincerely,

PE/asg
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Corporate Headquarters; Philip Erickson, R.ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affajrs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms
North Wales, PA 194541 090
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May 2, 2001 7.7
Gary Buehler, Director PATENT INFORMATION Tc |
Office of Generic Drugs }2 »
Food and Drug Administration \)‘; V/‘fl ?
Document Control Room
Metro Park North Iy NEW CORRESP
.7500 Standish Place, Room 150 M Q
Rockville, MD 20855-2773

ANDA #76-119
MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg
NOTICE OF CERTIFICATION OF NON-INFRINGEMENT

Dear Mr. Buehler:

TEVA Pharmaceuticalg USA hereby certifies that a Notice of Certification of Non-Infringement of U.S.
Patent No. 5,977,099 was provided to Organon Inc., USA as the holder of NDA # 020415 for Remeron®
(mirtazapine) Tablets and Akzo Nobel, N.V., owner of the patent in accord with 3 14.95(b). The notices

dated Apri] 24, 2001 contain the information ag required under 3 14.95(c). A Copy of the notices are
provided herein.

Should there be any questions regarding the informatjon contained herein, please do not hesitate to
contact me by phone at (215) 591-3141 or by facsimile at (215) 591-8812.

Sincerely,

Enclosureg

NP
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‘ Corporate Headquarters: ' Philip Erickson, R.Ph.
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Solid Oral Dosage Forms

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

April 12, 2001

ORIG ;«&iEfﬁ%ﬁ&&!ﬁM
Gary Buehler, Director BIOEQUIVALENCY
Office of Generic Drugs : TELEPHONE AMENDMENT

Food and Drug Administration
Document Control Room
Metro Park North II

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

ANDA #76-119

MIRTAZAPINE TABLETS, 15 mg, 30 mg, and 45 mg

BIOEQUIVALENCY TELEPHONE AMENDMENT - RESPONSE TO APRIL 11, 2001
@  rEerHONE CONTACT

Dear Mr. Buehler:

We submit herewith a bioequivalency telephone amendment to the above-referenced pending
abbreviated new drug application in response to an April 11, 2001 telephone conversation between
Krista Scardina of the Office of Generic Drugs and Philip Erickson, Director Regulatory Affairs.
Per your request for long-term freezer stability data of Mirtazapine in human plasma over a seventy-
eight (78) day period, please find attached long-term freezer stability data of Mirtazapine in human
plasma which covers an eighty-four (84) day period. '

It is TEVA USA’s opinion that the information presented herein represents a full and complete
response to the April 11, 2001 telephone contact. This information is submitted for your continued
review and approval of ANDA #76-119. If there are any further questions, please do not hesitate to
contact me at (215) 591-3141 or via facsimile at (215) 591-8812.

Sincerely,

ARR 13 2001
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ANDA 76-119

TEVA Pharmaceuticals USA
Attention: Philip Erickson
- 1090 Horsham Road

P.0O. Box 1090

North Wales, PA 19454
IIllI”IIIIIIIIIIIIIIIIII“III”

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the
Federal Food, Drug and Cosmetic Act.

NAME OF DRUG: Mirtazapine Tablets, 15 mg, 30 mg and 45 mg
DATE OF APPLICATION: February 26, 2001

DATE (RECEIVED) ACCEPTABLE FOR FILING: February 26, 2001

You have filed a Paragraph IV patent certification, in accordance
with 21 CFR 314.94 (a) (12) (1) (A) (4) and Section
505(3) (2) (A) (vii) (IV) of the Act. Please be aware that you need
to comply with the notice requirements, as outlined below. In
order to facilitate review of this application, we suggest that
you follow the outlined procedures below:

CONTENTS OF THE NOTICE

You must cite section 505(3) (2) (B) (ii) of the Act in the notice
and should include, but not be limited to, the information as
described in 21 CFR 314.95(c).

SENDING THE NOTICE

In accordance with 21 CFR 314.95(a):

° Send notice by U.S. registered or certified mail with
return receipt requested to each of the following:

1) Each owner of the patent or the representative
designated by the owner to receive the notice;



2) The holder of the approved application under
section 505(b) of the Act for the listed drug
claimed by the patent and for which the applicant
is seeking approval.

3) An applicant may rely on another form of
documentation only if FDA has agreed to such
documentation in advance.

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

You must submit an amendment to this application with the

following:

In accordance with 21 CFR 314.95(b), provide a
statement certifying that the notice has been provided
to each person identified under 314.95(a) and that
notice met the content requirements under 314.95(c).

In accordance with 21 CFR 314.95(e), provide

documentation of receipt of notice by providing a copy
of the return receipt or a letter acknowledging receipt
by each person provided the notice.

A designation on the exterior of the envelope and above
the body of the cover letter should clearly state
"PATENT AMENDMENT". This amendment should be submitted
to your application as soon as documentation of receipt
by the patent owner and patent holder is received.

DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

You are requested to submit an amendment to this application that
is plainly marked on the cover sheet “PATENT AMENDMENT” with the

following:

If litigation occurs within the 45-day period as
provided for in section 505(j) (4) (B) (iii) of the Act,
we ask that you provide a copy of the pertinent
notification.

Although 21 CFR 314.95(f) states that the FDA will
presume the notice to be complete and sufficient, we
ask that if you are not sued within the 45-day period,

- that you provide a letter immediately after the 45 day

period elapses, stating that no legal action was taken
by each person provided notice.



L You must submit a copy of a court order or judgement or
a settlement agreement between the parties, whichever
is applicable, or a licensing agreement between you and
the patent holder, or any other relevant information.
We ask that this information be submitted promptly to
the application.

If you have further questions you may contact Gregg Davis, Chief,
Regulatory Support Branch, at (301) 827-5862.

We will correspond with you further afteér we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Bonnie McNeal

Project Manager
(301) 827-5849

Sinc?rely yours,

F =™ A
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Wi Peter Rickman
Acting Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research



