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ATTACHMENT

[Note: Below is the Agency’s find labding for Remeron tablets for maintaining a
response in patients with mgor depressive disorder. Thislabeing isidenticd to the most

recently gpproved labeling for Remeron except for the highlighted revisons. Additiondly,

this Iabeling represents the agreed upon labeling changes as discussed between Dr. Edna
Givary, of Organon, and Mr. Paul David, of this Agency in a telephone conversaion

dated April 5, 2002. Double underline font denotes additions to the labding, and

strikeout font denotes deletions to the labeling.]

REMERON?®
(mirtazgpine) Tablets

DESCRIPTION

REMERON® (mirtazapine) Fablets-are-an—antidepressant-tablets are an oraly adminigtered drugfer—oral
édml-nl-SHCQHGH ertazepl ne has atetracydlc chemlcd Sructure-bnreatecto-calactive seratonin-redptake

, - and Mirtazapine belongs to the piperazino-
azepl ne group of compounds Itis des gnated 1 2 3,4,10,14b-hexahydro-2-methylpyrazino [2,1-g] pyrido

[2,3-¢c] benzazepine and has the empirica formula of G;H1oN3. Its molecular weight is 265.36. The
dructurd formulaisthe following and it is the racemic mixture:

STRUCTURAL FORMULA
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Mirtazapine is awhite to creamy white crysaline powder which is dightly soluble in water.

REMERON® is supplied for ord administration as scored film-coated tablets containing 15 or 30 mg of
mirtazapine, and unscored film-coated tablets containing 45 mg of mirtazgpine. Each tablet dso contains corn
garch, hydroxypropyl cellulose, magnesium deerate, colloida slicon dioxide, lactose, and other inactive
ingredients.

CLINICAL PHARMACOLOGY
Phar macodynamics ‘
The mechanism of action of REMERON® (mirtazapine) Tablets, aswith other

in the trestment of major depressive disorder, is unknown.

rugs effective

Evidence gathered in preclinica studies suggests that mirtazapine enhances central noradrenergic and
serotonergic activity. These studies have shown that mirtazapine acts as an antagonist at central presynaptic
a , adrenergic inhibitory autoreceptors and heteroreceptors, an action that is postulated to result in an incresse
in central noradrenergic and serotonergic activity.

Mirtazapine is a potent antagonist of 5-HT, and 5-HT 3 receptors. Mirtazapine has no significant affinity for
the 5-HT 14 and 5-HT 5 receptors.

Mirtazapine is a potent antagonist of histamine (H,) receptors, a property that may explain its prominent
Sedative effects.

Mirtazapineisa moderate peripherd a; adrenergic antagonist, a property that may explain the occasond
orthogtatic hypotension reported in association with its use.

Mirtazgpineisa moderate antagonist a muscarinic receptors, a property that may explain the relatively low
incidence of anticholinergic side effects associated with its use.

Phar macokinetics

REMERON® (mirtazapine) Tablets are rapidly and completely absorbed following oral administration and
has ahdf-life of about 20-40 hours. Peak plasma concentrations are reached within about 2 hours following
an ord dose. The presence of food in the ssomach has a minima effect on both the rate and extent of
absorption and does not require a dosage adjustment.

Mirtazaepine is extensively metabolized after ord adminigtration. Mgor pathways of biotransformation are
demethylation and hydroxylation followed by glucuronide conjugetion. In vitro data from human liver
microsomes indicate that cytochrome 2D6 and 1A2 are involved in the formation of the 8-hydroxy metabalite
of mirtazapine, wheress cytochrome 3A is congdered to be responsble for the formation of the N-desmethyl
and N-oxide metabolite. Mirtazapine has an absolute biocavailability of about 50%. It is iminated
predominantly via urine (75%) with 15% in feces. Severd unconjugated metabolites possess pharmacol ogica
activity but are present in the plasma at very low levels. The (-) enantiomer has an dimination hdf-life that
is gpproximately twice aslong asthe (+) enantiomer and therefore achieves plasmalevestha are about three
times as high asthat of the (+) enantiomer.
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Plasmaleves are linearly related to dose over adose range of 15 to 80 mg. The mean dimination hdf-life
of mirtazgpine after oral adminigtration ranges from gpproximately 20-40 hours across age and gender
subgroups, with femdes of dl ages exhibiting significantly longer dimingtion haf-lives than mdes (meen hdf-life
of 37 hoursfor femaesvs 26 hoursfor maes). Steady date plasmalevels of mirtazapine are attained within
5 days, with about 50% accumulation (accumulation retio = 1.5).

Mirtazapine is gpproximately 85% bound to plasma proteins over a concentration range of 0.01 to 10 :g/mL.

Special Populations

Geridtric ‘

Following ord adminigtration of REMERON® (mirtazapine) Tablets 20 mg/day for 7 days to subjects of
varying ages (range, 25-74), ord clearance of mirtazapine was reduced in the ederly compared to the
younger subjects. The differences were most striking in maes, with a40% lower clearancein ederly maes
compared to younger males, while the clearance in elderly femaeswas only 10% lower compared to younger
femdes Caution isindicated in administering REMERONC to dderly patients (see PRECAUTIONS and
DOSAGE AND ADMINISTRATION).

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

Gender

The mean diminaion hdf-life of mirtazgpine after ord administration ranges from approximately 20-40 hours
across age and gender subgroups, with femdes of dl ages exhibiting sgnificantly longer dimination half-lives
than maes (mean haf-life of 37 hours for femaes vs 26 hours for males) (see Pharmacokinetics).

Race
There have been no dinica studiesto evaluate the effect of race on the pharmacokinetics of REMERON®

Rend Insufficiency

The digposition of mirtazapine was studied in patients with varying degrees of rend function. Elimination of
mirtazapine is correlated with credtinine clearance. Tota body clearance of mirtazapine was reduced
approximately 30% in patients with moderate (Cler = 11-39 mL/min/1.73n¥) and gpproximately 50% in
patients with severe (Cler = <10 mL/min/1.73nT) rena impairment when compared to normal subjects.
Caution is indicated in adminigering REM ERONC to patients with compromised rend function (see
PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Hepatic Insufficiency

Following a single 15 mg ord dose of mirtazapine, the ord clearance of mirtazapine was decreased by
approximately 30% in hepatically impaired patients compared to subjects with norma hepatic function.
Caution is indicated in adminigtering REM ERON® (mirtazapine) to patients with compromised hepatic
function (see PRECAUTIONS and DOSAGE AND ADMINISTRATION).

Clinical Trials Showing Effectiveness
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The efficacy of REM ERONP (mirtazapine) Tablets as atrestment for depression-major depressive disorder |
was established in four placebo-controlled, 6-week trids in adult outpatients meeting DSM-I1I criteria for
maj or-depression depressve disorder.  Petients were titrated with mirtazapine from adose range of 5mg up |
to 35 mg/day. Overdl, these studies demongtrated mirtazapine to be superior to placebo on & least three of
the following four measures. 21-Item Hamilton Depresson Rating Scde (HDRS) totd score, HDRS
Depressed Mood Item; CGl Severity score; and Montgomery and Asberg Depresson Rating Scale
(MADRYS). Superiority of mirtazapine over placebo was aso found for certain factors of the HDRS,
including anxiety/somatization factor and deep disturbance factor. The mean mirtazapine dose for patients
who completed these four studies ranged from 21 to 32 mg/day. A fifth sudy of smilar design utilized a
higher dose (up to 50 mg) per day and aso showed effectiveness.

Examination of age and gender subsets of the population did not reved any differentia responsiveness on the
basis of these subgroupings.

In alonger-term stu ients mesting (DSM-1V) criteriafor major depressive disorder who had r nded
during an initial 8 to 12 weeks of acute tresiment on REM ERONO were randomized to continuation of

REMERONO or placebo for up to 40 weeks of observation for relapse. Response during the open phase

was defined as having achieved aHAM-D 17 tota score of # 8 and a CGl-Improvement score of 1 or 2
a two consecutive visits beginning with week 6 of the 8-12 weeks in the open-labdl phase of the stu

Re during the double-blind phase was determined by the individud investigators.  Patients receivin
continued Remeron trestment experienced sionificantly lower re rates over the su uent 40 weeks

compared to those receiving placebo. This pattern was demonstrated in both mae and female patients.

INDICATIONS AND USAGE
REMERON® (mirtazapine) Tablets are indicated for the trestment of -dlepressionmajor depressive disorder. |

The efficacy of REM ERONP in the trestment of dlepression-maor depressive disorder was established in Sx |
week controlled trids of outpatients whose diagnoses corresponded most closdly to the Diagnostic and
Statigticd Manua of Mental Disorders - 3rd edition (DSM-111) category of magjor depressive disorder (see
CLINICAL PHARMACOLOGY).

A mgor depressive episode (DSM-1V) implies a prominent and relatively persistent (nearly every day for a
least 2 weeks) depressed or dysphoric mood thet usudly interfereswith daily functioning, and indludes a leest
five of the following nine symptoms: depressed mood, loss of interest in usud activities, Sgnificant change in
weight and/or gppetite, insomnia or hypersomnia, psychomotor agitation or retardation, increased fatigue,
fedings of guilt or worthlessness, dowed thinking or impaired concentration, a suicide attempt or suicidal
idegtion.

The anﬂelepre&ant—e‘fectlvmessof REM ERONO in hospltdlzed depressed patlents has not been adequetely
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The efficacy of Remeron in maintaining a response in patients with major depressive disorder for up to 40
weeks following 8-12 weeks of initial open-label treatment was demongtrated in a jolacebo-controlled trid.

Nevertheless, the physician who eects to use Remeron for extended periods should periodicaly re-evauate
the long-term ussfulness of the drug for the individua patient (see Clinica Pharmacol .

CONTRAINDICATIONS
REMERON® (mirtazapine) Tablets are contraindicated in patients with a known hypersenstivity to
mirtazapine.

WARNINGS

Agranulocytosis

In premarketing clinical trials, two (onewith Soren’s Syndrome) out of 2,796 patientstreated with
REMERON® (mirtazapine) Tablets developed agr anulocytosis (absolute neutr ophil count (ANC)
< 500/mm?® with associated signs and symptoms, e.g., fever, infection, etc.) and a third patient
developed severe neutropenia (ANC < 500/mm?® without any associated symptoms). For these
three patients, onset of severe neutropenia was detected on days 61, 9, and 14 of treatment,
respectively. All three patients recovered after REMERON® was stopped. These three cases
yield a crude incidence of severe neutropenia (with or without associated infection) of approximately
1.1 per thousand patients exposed, with a very wide 95% confidence interval, i.e., 2.2 cases per
10,000 to 3.1 cases per 1000. If a patient develops a sorethroat, fever, stomatitisor other signs
of infection, along with alow WBC count, treatment with REM ERON® should be discontinued and
the patient should be closely monitored.

MAOQO Inhibitors

In patientsreceaving other antidepressantsdrugsfor major depressvedisorder in combination with
a monoamine oxidase inhibitor (MAOI) and in patients who have recently discontinued an

antidepressant-drug for major depressvedisorder and then are started on an MAOI, there have
been reports of serious, and sometimes fatal, reactions, e.g., including nausea, vomiting, flushing,
dizziness, tremor, myoclonus, rigidity, diaphoress, hyperther mia, autonomic instability with rapid
fluctuations of vital signs, seizures, and mental status changes ranging from agitation to coma.
Although thereareno human data pertinent to such an interaction with REMERON © (mirtazapine)
Tablets, it isrecommended that REMERON® not be used in combination with an MAOI, or within
14 days of initiating or discontinuing therapy with an MAOI.

PRECAUTIONS
General
Somnolence

In U.S. controlled studies, somnolence was reported in 54% of patients treated with REM ERON®
(mirtazapine) Tablets, compared to 18% for placebo and 60% for amitriptyline.  In these sudies, somnolence
resullted in discontinuation for 10.4% of REMERON® treated patients, compared to 2.2% for placebo. It
is unclear whether or not tolerance develops to the somnolent effects of REMERON®- Because of
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REMERON®'s potentialy sgnificant effects on impairment of performance, patients should be cautioned
about engaging in activities requiring ertness until they have been able to assess the drug' s effect on their own
psychomotor performance (see Information for Patients).

Dizziness

InU. S. controlled studies, dizziness was reported in 7% of patients treated with REMERON®, compared
to 3% for placebo and 14% for amitriptyline. It isunclear whether or not tolerance develops to the dizziness
observed in association with the use of REMERON®

Increased Appetite/Weight Gain ‘
In U.S. controlled studies, appetite increase was reported in 17% of patients trested with REMERON®,
compared to 2% for placebo and 6% for amitriptyline. In these sametrids, weight gain of 3 7% of body
welght was reported in 7.5% of patients treated with mirtazapine, compared to 0% for placebo and 5.9% for
amitriptyline. In a pool of premarketing U.S. studies, including many patients for long-term, open label
trestment, 8% of patients receiving REMERONC discontinued for weight gain.

Cholegterol/Triglycerides

In U.S. controlled studies, nonfasting cholesterol increasesto 3 20% above the upper limits of norma were
observed in 15% of patients treated with REM ERON® compared to 7% for placebo and 8% for
amitriptyline. In these same studies, nonfagting triglyceride increases to >500 mg/dL were observed in 6%
of patients treated with mirtazapine, compared to 3% for placebo and 3% for amitriptyline.

Transaminase Elevations

Clinicaly sgnificant ALT (SGPT) devations (> 3 times the upper limit of the normal range) were observed
in 2.0% (8/424) of patients exposed to REMERON® in apool of short-term U.S. controlled trials, compared
t0 0.3% (1/328) of placebo patients and 2.0% (3/181) of amitriptyline patients. Most of these patients with
ALT increases did not develop Sgns or symptoms associated with compromised liver function. While some
patients were discontinued for the AL T incresses, in other cases, the enzyme levels returned to norma despite
continued REMERON® treatment. REMERON® should be used with caution in patients with impaired
hepatic function (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Activation of Mania/lHypomania ‘

Manialhypomania occurred in approximately 0.29% (3/1,299 patients) of REMERONP® treated patientsin U.
S. dudies. Although the incidence of manialhypomania was very low during trestment with mirtazapine, it
should be used carefully in patients with a history of manialhypomania.

Saizure

In premarketing clinica trias only one seizure was reported among the 2,796 U.S. and non-U.S. patients
trested with REMERON®. 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.

Suicide
Suicidd idedtion isinherent in depresson-magor depressive disorder and may persst until Sgnificant remisson
occurs. Aswith any patient recelving-antilepressants drugs effective in the trestment of major depressive
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disorder, high-risk patients should be closaly supervised during initid drug therapy. Prescriptions of |
REMERONC should be written for the smallest quantity consistent with good patient management, in order
to reduce the risk of overdose.

Use in Pdtients with Concomitant 1liness

Clinicd experience with REM ERONC in patients with concomitant systemic illnessis limited. Accordingly,
careis advisable in prescribing mirtazapine for patients with diseases or conditions that affect metabolism or
hemodynamic responses.

REMERON® has not been sysematicaly evauated or used to any gppreciable extent in patients with arecent
hlstory of myocard|d infarction or other sgnlflcant heart disease. —REMERQNQ—H%Bt—asseeﬁed—\,Mﬂh

f ~ isls—REMERON® was
eted Wlth sgnlflcant orthos:atlc hypotenson inearly d|n|cd pharma:ology tridswith norma volunteers.
Orthostatlc hypotenson was infrequently observed in clinical trids with depressed patients. REM ERON®
should be used with caution in patients with known cardiovascular or cerebrovascular disease that could be
exacerbated by hypotension (history of myocardid infarction, angina, or ischemic stroke) and conditions that
would predispose patients to hypotension (dehydration, hypovolemia, and treatment with antihypertensive
medication).

Mirtazapine clearance is decreased in patients with moderate [glomerular filtration rate (GFR) = 11-39
mL/min/1.73 nT] and severe [GFR < 10 mL/min/1.73 n ] rend impairment, and also in patients with hepatic
impairment.  Caution is indicated in administering REMERON® to such patients (see CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Information for Patients \
Physicians are advised to discuss the following issues with patients for whom they prescribe REMERON®
(mirtazapine) Tablets:

Agranulocytosis

Patients who are to receive REMERON® should be warned about the risk of devel oping agranulocytoss.

Petients should be advised to contact their physician if they experience any indication of infection such as,
fever, chills, sore throat, mucous membrane ulceration or other possible sgns of infection. Particular attention
should be paid to any flu-like complaints or other symptoms that might suggest infection.

Interference with Cognitive and Motor Performance

REMERON® may impair judgement, thinking, and particularly, motor skills, because of its prominent sedative
effect. The drowsiness associated with mirtazgpine use may impair a patient’s ability to drive, use machines
or perform tasks that require aertness. Thus, patients should be cautioned about engaging in hazardous
activities until they are reasonably certain that REMERON® therapy does not adversdy affect their ability to
engage in such activities.

Completing Course of Therapy \
While patients may notice improvement with REMERON® therapy in 1 to 4 weeks, they should be advised
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to continue therapy as directed.

Concomitant Medication
Patients should be advised to inform their physician if they are taking, or intend to take, any prescription or
over-the-counter drugs since there is a potential for REMERON® to interact with other drugs.

Alcohol
The impairment of cognitive and motor skills produced by REMERON® has been shown to be additive with
those produced by acohal. Accordingly, patients should be advised to avoid dcohol while taking mirtazapine.

Pregnancy
Petients should be advised to notify their physician if they become pregnant or intend to become pregnant

during REMERONP therapy.

Nursing
Petients should be advised to notify their physician if they are breast-feeding an infant.

Laboratory tests
There are no routine laboratory tests recommended.

Drug Interactions
As with other drugs, the potentid for interaction by a variety of mechanisms (e.g., pharmacodynamic,
pharmacokinetic inhibition or enhancement, etc.) is a possihility (see CLINICAL PHARMACOLOGY).

Drugs Affecting Hepatic Metabolism ‘
The metabolism and pharmacokinetics of REMERON® (mirtazaping) Tablets may be affected by the
induction or inhibition of drug-metabolizing enzymes.

Drugs that are Metabolized by and/or Inhibit Cytochrome P450 Enzymes
Many drugs are metabolized by and/or inhibit various cytochrome P450 enzymes, e.g. 2D6, 1A2, 3A4, etc.
In vitro studies have shown that mirtazapine is a subdtrate for severd of these enzymes, including 2D6, 1A2,
and 3A4. Whilein vitro sudies have shown that mirtazapineis not a potent inhibitor of any of these enzymes,
an indication that mirtazapine is not likely to have adinicaly significant inhibitory effect on the metabolism of
other drugs that are substrates for these cytochrome P450 enzymes, the concomitant use of REMERON®
with most other drugs metabolized by these enzymes has not been formally studied. Consequently, it is not
possible to make any definitive statements about the risks of coadministration of REMERON® with such
drugs.

Alcohol

Concomitant adminidration of dcohol (equivadent to 60 g) had aminimd effect on plaamaleves of mirtazgpine
(15mg) in 6 hedthy mae subjects. However, the impairment of cognitive and motor skills produced by
REMERONC were shown to be additive with those produced by acohol. Accordingly, patients should be
advised to avoid acohol while taking REMERONC.
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Diazepam

Concomitant adminigration of diazepam (15mg) had aminimd effect on plasmaleves of mirtazapine (15mQ)
in 12 hedthy subjects. However, theimparment of motor skills produced by REM ERON® has been shown
to be additive with those caused by diazepam. Accordingly, patients should be advised to avoid diazepam
and other smilar drugs while taking REMERON®.

Carcinogenesis, Mutagenesis, | mpair ment of Fertility

Cacinogeness

Carcinogenicity studies were conducted with mirtazapine given in the diet at doses of 2, 20, and 200
mg/kg/day to mice and 2, 20, and 60 mg/kg/day to rats. The highest doses used are approximately 20 and
12 times the maximum recommended human dose (MRHD) of 45 mg/day on amg/n? basisin mice and rats,
respectively. There was an increased incidence of hepatocdllular adenoma and carcinomain mae mice a the
high dose. Inrats, there was an increase in hepatocdlular adenomain femaes at the mid and high doses and
in hepatocdlular tumors and thyroid follicular adenomalcystadenoma and carcinomain maes at the high dose.
The data suggest that the above effects could possibly be mediated by non-genotoxic mechanisms, the
relevance of which to humansis not known.

The doses used in the mouse study may not have been high enough to fully characterize the carcinogenic
potential of REMERON® (mirtazapine) Tablets.

Mutageness
Mirtazepine was not mutagenic or clastogenic and did not induce generd DNA damage as determined in

severd genotoxicity tests: Ames test, in vitro gene mutation assay in Chinese hamdter V 79 cdlls, in vitro
sigter chromatid exchange assay in cultured rabbit lymphocytes, in vivo bone marrow micronucleus test in
rats, and unscheduled DNA synthesis assay in HeLacdlls.

Impairment of Fertility

In a fertility study in rats, mirtazapine was given a doses up to 100 mgkg ( 20 times the maximum
recommended human dose (MRHD) on amg/n¥ basis). Mating and conception were not affected by the
drug, but estrous cycling was disrupted at doses that were 3 or more times the MRHD and pre-implantation
losses occurred at 20 times the MRHD.

Pregnancy

Teratogenic Effects - Pregnancy Category C

Reproduction studiesin pregnant rats and rabbits at doses up to 100 mg/kg and 40 mg/kg, respectively (20
and 17 times the maximum recommended human dose (MRHD) on a mg/nt basis, respectively), have
revealed no evidence of teratogenic effects. However, in rats, there was an increase in post-implantation
losses in dams trested with mirtazapine. There was an increase in pup desths during the first 3 days of
lactation and a decrease in pup birth weights. The cause of these degths is not known. The effects occurred
a doses that were 20 times the MRHD, but not at 3 times the MRHD, on amg/nt basis. There are no
adequate and well controlled studiesin pregnant women. Because animd reproduction studies are not dway's
predictive of human response, this drug should be used during pregnancy only if clearly needed.




NDA 20-415/S-009
Approved Labding Enclosure

Page 10

Nursing Mothers

Itis not known whether mirtazapine is excreted in human milk. Because many drugs are excreted in human
milk, caution should be exercised when REMERON® (mirtazapine) Tablets are administered to nursing
women.

Pediatric Use
Safety and effectivenessin children have not been established.

Geriatric Use \
Approximately 190 dderly individuals ($65 years of age) participated in clinical sudieswith REMERON®
(mirtazapine) Tablets. This drug is known to be subgtantialy excreted by the kidney (75%), and the risk of
decreased clearance of thisdrug is grester in patients with impaired rend function. Because elderly patients
are more likely to have decreased rend function, care should be taken in dose selection. Sedating drugs may
cause confusion and over-sedetion in the elderly. No unusud adverse age-rdated phenomenawere identified
in this group. Pharmacokinetic studies reveded a decreased clearance in the dderly. Cautionisindicated in
adminisering REM ERON® to elderly patients (see CLINICAL PHARMACOLOGY and DOSAGE AND
ADMINISTRATION).

ADVERSE REACTIONS
Associated with Discontinuation of Treatment

Approximately 16 percent of the 453 patients who received REMERON® (mirtazapine) Tebletsin U.S. 6-
week controlled clinical trias discontinued treatment due to an adverse experience, compared to 7 percent
of the 361 placebo-treated patients in those studies. The most common events ($1%) associated with
discontinuation and considered to be drug related (i.e., those events associated with dropout a arate at least
twice that of placebo) included:
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Common Adverse Events Associated with
Discontinuation of Treatment in 6-Week U.S.

REMERONP Trids
Adverse Percentage of Petients
Event Discontinuing with Adverse
Event
REMERON® Placebo
(n=453) (n=361)
Somnolence 10.4% 2.2%
Nausea 1.5% 0%

Commonly Observed Adverse Eventsin U.S. Controlled Clinical Trials \

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

Common Trestment-Emergent Adverse Events Associated
With
the Use of REMERON® in 6-Week U.S. Trids

Percentage of Petients Reporting
Adverse Event
Adverse
Event

REMERON® Placebo
(n=453) (n=361)

Somnolence 54% 18%

Increased Appetite 17% 2%
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Weight Gain 12% 2%
Dizziness 7% 3%

Adver se Events Occurring at an Incidence of 1% or More Among REM ERONP Treated Patients
The table that follows enumerates adverse events that occurred at an incidence of 1% or more, and were
more frequent than in the placebo group, anong REM ERON® (mirtazapine) Tablets-treated patients who
participated in short-term U.S. placebo-controlled trials in which patients were dosed in arange 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 usng astandard COSTART-
based dictionary terminology.

The prescriber should be aware that these figures cannot be used to predict the incidence of side effectsin
the course of usual medical practice where patient characteristics and other factors differ from those which
prevaled inthedinicd trids. Smilarly, the cited frequencies cannot be compared with figures obtained from
other invedtigations involving different treatments, uses and invedtigaetors. The cited figures, however, do
provide the prescribing physician with some bass for estimating the rdative contribution of drug and non-drug
factors to the Side effect incidence rate in the population studied.

INCIDENCE OF ADVERSE
CLINICAL EXPERIENCES! ($1%)
IN SHORT-TERM U.S. CONTROLLED STUDIES

Body System REMERON® | Placebo
Adverse Clinical Experience (N=453) (N=361)
Body asa Whole

Aghenia 8% 5%

Hu Syndrome 5% 3%

Back Pain 2% 1%

Digestive System

Dry Mouth 25% 15%

Increased Appetite 17% 2%

Congtipation 13% 7%
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INCIDENCE OF ADVERSE
CLINICAL EXPERIENCES! ($1%)
IN SHORT-TERM U.S. CONTROLLED STUDIES

M etabolic and Nutritional Disorders

Weight Gain 12% 2%
Peripherd Edema 2% 1%
Edema 1% 0%

Musculoskeletal System

Myadgia 2% 1%
Nervous System
Somnolence 54% 18%
Dizziness 7% 3%
Abnorma Dreams 4% 1%
Thinking Abnormdal 3% 1%
Tremor 2% 1%
Confusion 2% 0%

Respiratory System

Dyspnea 1% 0%

Urogenital System

Urinary Frequency 2% 1%
'Events reported by at least 1% of patients treated with REMERON © are included, except the following
events which had an incidence on placebo$ REMERON®:  headache, infection, pain, chest pain, palpitation,
tachycardia, postural hypotension, nausea, dyspepsia, diarrhes, flatulence, insomnia, nervousness, libido
decreased, hypertonia, pharyngitis, rhinitis, sweeting, amblyopia, tinnitus, taste perversion.
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ECG Changes

Theelectrocardl gramsfor 338 @tlents Who recelved REM ERON’ and 261 @tlents Who received placebo
in 6-week, placebo-controlled trials were analyzed. Prolongation in QTc 2 500 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 amean increase in heart rate of 3.4 bpm, compared to 0.8 bpm
for placebo. Thedinicd significance of these changes is unknown.

Other Adverse Events Observed During the Premarketing Evaluation of REM ERON®

During its premarketing assessment, multiple doses of REMERON® (mirtazapine) Tablets were administered
to 2,796 patientsin clinical sudies. The conditions and duration of exposure to mirtazapine varied greetly,
and included (in overlapping categories) open and double-blind studies, uncontrolled and controlled studies,
inpatient and outpatient studies, fixed dose and titration studies. Untoward events associated with this
exposure were recorded by clinica investigators using terminology of their own choosing. Consequently, it
is not possible to provide a meaningful estimate of the proportion of individuas experiencing adverse events
without first grouping Smilar types of untoward eventsinto asmaler number of Sandardized event categories.
In the tabulations that follow, reported adverse events were classified using a sandard COSTART-based
dictionary terminology. The frequencies presented, therefore, represent the proportion of the 2,796 patients
exposed to multiple doses of REM ERON® who experienced an event of the type cited on a least one
occasion while receiving REMERON®C. Al reported events are included except those already listed in the
previous table, those adverse experiences subsumed under COSTART termsthat are either overly genera
or excessvely specific o as to be uninformative, and those events for which a drug cauise was very remote.
It isimportant to emphasize that, dthough the events reported occurred during treatment with REM ERONC,
they were not necessarily caused by it.

Events are further categorized by body system and listed in order of decreasing frequency according to the
following definitions: frequent adverse events are those occurring on one or more occasionsin at least /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 aready listed in the previous table appear in
thisliging. Eventsof mgor dinica importance are aso described in the WARNINGS and PRECAUTIONS
sections.

Body asawhadle: frequent: maase, dbdomina pain, dbdomina syndrome acute; infrequent: chills fever,
face edema, ulcer, photosengtivity reaction, neck rigidity, neck pain, abdomen enlarged; rare: cdlulitis chest
pain substerndl.

Cardiovascular Systemt frequent: hypertension, vasodilatation; infregquent: angina pectoris, myocardia
infarction, bradycardia, ventricular extrasystoles, syncope, migraine, hypotension; rare: arid arrhythmia,
bigeminy, vascular headache, pulmonary embolus, cerebrd ischemia, cardiomegaly, phlehitis, left heart failure.
Digedtive Sysem: frequent: vomiting, anorexia; infrequent: eructation, glossitis, cholecydtitis, nausea and
vomiting, gum hemorrhage, somaiitis, colitis, liver function tests abnormd; rare: tongue discoloration,
ulcerative somatitis, sdivary gland enlargement, increased sdivation, intestind obstruction, pancredtitis,
gphthous stomtitis, cirrhogs of liver, gadtritis, gastroenteritis, ord moniliass, tongue edema.
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Endocrine System: rare: goiter, hypothyroidism.

Hemic and Lymphatic Systent rare: lymphadenopathy, leukopenia, petechia, anemia, thrombocytopenia,
lymphocytoss, pancytopenia

Metabolic and Nutritiond Disorders: frequent: thirst; infrequent: dehydration, weight loss, rare: gout,
SGOT increased, hedling abnormal, acid phosphatase increased, SGPT increased, digbetes mellitus.

Musculoskeletd System:  frequent: myasthenia, athrdgia; infrequent: arthritis, tenosynovitis, rare:
pathol ogic fracture, osteopoross fracture, bone pain, myositis, tendon rupture, arthos's, burgitis.

Nervous System: frequent: hypesthesia, gpathy, depresson, hypokinesia, vertigo, twitching, agitation,
anxiety, amnesa, hyperkinesa, paresthesa; infrequent: aaxia, deirium, deusons, depersondization,
dyskinesia, extrapyramidid syndrome, libido increased, coordination abnormal, dysarthria, hallucinations,
manic reaction, neurods, dystonia, hodlility, reflexes increased, emotiond |ability, euphoria, paranoid reection;
rare: aphasia, nystagmus, akathisa, stupor, dementia, diplopia, drug dependence, paralyss, grand ma
convulsion, hypaotonia, myoclonus, psychotic depression, withdrawa syndrome.

Respiratory Systems: frequent: cough increased, snugtis, infrequent: epigtaxis, bronchitis, asthma,
pneumonia; rare: agphyxia, laryngitis, pneumothorax, hiccup.

Skin and Appendages. frequent: pruritus, rash; infrequent: acne, exfoliative dermatitis, dry skin, herpes
amplex, dopecia; rare: urticaria, herpes zoster, skin hypertrophy, seborrhea, skin ulcer.

Specia Senses:  infrequent: eye pain, abnormality of accommodation, conjunctivitis, deafness,
keratoconjunctivitis, lacrimation disorder, glaucoma, hyperacusis, ear pain; rare blepharitis, partid transtory
deafness, otitis media, taste loss, parosmia.

Urogenita Systemt frequent: urinary tract infection; infrequent: kidney calculus, cydtitis, dysuria, urinary
incontinence, urinary retention, vaginitis, hematuria, breast pain, amenorrhea, dysmenorrhea, leukorrhea,
impotence, rare: polyuria, urethritis, metrorrhagia, menorrhagia, abnormal gaculation, breast engorgement,
breast enlargement, urinary urgency.

Other Adverse Events Observed During Postmarketing Evaluation of REMERON

Adverse events reported since market introduction, which were tempordly (but not necessarily causall

related to mirtazapine therapy. include four cases of the ventricular arrhythmia torsades de pointes. In three
of the four cases, however, concomitant drugs were implicated. All patients recovered.

DRUG ABUSE AND DEPENDENCE
Controlled Substance Class
REMERONP (mirtazapine) Tablets are not a controlled substance.

Physical and Psychological Dependence

REMERON® (mirtazapine) Tablets have not been systematically studied in animas or humans for its potentia
for abuse, tolerance or physica dependence. Whilethe dinicd trids did not reved any tendency for any drug-
seeking behavior, these observations were not systematic and it is not possible to predict on the basis of this
limited experience the extent to which a CNS-active drug will be misused, diverted and/or abused once
marketed. Consequently, patients should be evauated carefully for history of drug abuse, and such patients
should be observed closdly for signs of REM ERON® misuse or abuse (e.g., development of tolerance,
incrementations of dose, drug-seeking behavior).
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OVERDOSAGE

Human Experience

Thereisvery limited experience with REM ERON® (mirtazapine) Tablets overdose. In premarketing clinical
dudies, there were eight reports of REM ERON® overdose done or in combination with other
pharmacological agents. The only drug overdose desth reported while taking REMERON® was in
combination with amitriptyline and chlorprohixenein anon-U.S. dlinica study. Based on plasmalevels, the
REMERON® dose taken was 30-45 mg, while plasmaleves of amitriptyline and chlorprothixene were found
to be a toxic levels. All other premarketing overdose cases resulted in full recovery. Signs and symptoms
reported in association with overdose induded disorientation, drowsiness, impaired memory, and tachycardia
There were no reports of ECG abnormdities, coma or convulsions following overdose with REM ERON®
aone.

Over dose Management

Trestment should consst of those generd measures employed in the management of overdose with any
antidepressant_drug effectivein the trestment of major depressive disorder.

Ensure an adequate airway, oxygenation, and ventilation. Monitor cardiac rhythm and vitd signs. Genera
supportive and symptomatic measures are dso recommended. Induction of emesisis not recommended.
Gadtric lavage with a large-bore orogastric tube with appropriate airway protection, if needed, may be
indicated if performed soon after ingestion, or in symptométic patients.

Activated charcoa should be administered. There is no experience with the use of forced diuresis, didyss,
hemoperfusion or exchange transfusion in the treestment of mirtazgpine overdosage. No specific antidotes for
mirtazapine are known.

In managing overdosage, congder the possibility of multiple-drug involvement. The physcian should consider
contacting a poison control center for additiona information on the treatment of any overdose. Telephone
numbers for certified poison control centers are listed in the Physician’ s Desk Reference (PDR).

DOSAGE AND ADMINISTRATION
Initial Treatment

The recommended starting dose for REM ERONP (mirtazgpine) Tabletsis 15 my/day, adminidered inasngle
dose, preferably in the evening prior to deep. In the controlled dinicd trids establishing the antidepressant
efficacy of REMERONLin the treatment of major depressive disorder, the effective dose range was generdly
15-45 mg/day. While the relationship between dose and antidepressant-sttisfactory response in the trestment
of major depressve disorder respense-for REM ERON® has not been adequately explored, patients not
responding to the initial 15 mg dose may benefit from dose increases up to a maximum of 45 mg/day.
REMERON® has an dimination half-life of gpproximately 20-40 hours, therefore, dose changes should not
be made at intervas of less than one to two weeks in order to dlow sufficient time for evauation of the
thergpeutic response to a given dose.

Elderly and Patientswith Renal or Hepatic | mpairment

The clearance of mirtazapine is reduced in elderly patients and in patients with moderate to severe rend or
hepatic impairment. Consequently, the prescriber should be aware that plasma mirtazepine levels may be
increased in these patient groups, compared to levels observed in younger adults without rend or hepatic
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impairment (see PRECAUTIONS and CLINICAL PHARMACOLOGY).

It is generally agreed that acute episodes of depresson require severd months or longer of sustained
harmacologica ther ond r nse to the acute episode. Systematic evauation of Remeron has
demonstrated that itsanti effi in major depressive disorder is maintained for periods of up to

40 weeks following 8-12 weeks of initid trestment at a dose of 15-45 mg/day. (see Clinicd Pharmacology).
Based on these limited data, it is unknown whether or not the dose of Remeron needed for maintenance
trestment is identica to the dose needed to achieve an initid response. Petients should be periodicaly
reassessed to determine the need for maintenance trestment and the appropriate dose for such trestment.

Switching Patients To or From a Monoamine Oxidase Inhibitor

At least 14 days should elgpse between discontinuation of an MAOI and initiation of thergpy with
REM ERON? (mirtazapine) Tablets. In addition, a least 14 days should be dlowed after stopping
REMERONPC before starting an MAOI.

HOW SU PPLIED
REMERONP® (mirtazapine) Tablets are supplied as:

15 mg Tablets - oval, scored, yellow, coated, with “Organon” debossed on onesideand “"3* on the
other side.

Bottles of 30 NDC 0052-0105-30
Bottles of 100 NDC 0052-0105-91
Unit Dose, Box of 100 NDC 0052-0105-90*

30 mg Tablets - oval, scored, red-brown, coated, with “Organon” debossed on one sideand “Ts “ on
the other side.

Bottles of 30 NDC 0052-0107-30
Bottles of 100 NDC 0052-0107-91
Unit Dose, Box of 100 NDC 0052-0107-90*

45 mg Tablets - oval, white, coated, with “Organon” debossed on onesideand “™; % on
the other side.

Bottles of 30 NDC 0052-0109-30
*Unit dose packs are provided as a blisterpack with 10 strips, each of which contain 10 tablets.
Storage

Store at 25EC (77EF); excursons permitted to 15-30EC (59-86EF) [see USP Controlled  Room
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Temperature]. Protect from light and moisture.

Rx only

O rganon

Manufactured for Organon Inc. West Orange, NJ 07052
by N.V. Organon, Oss, The Netherlands
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