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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed
to use BRISDELLE safely and effectively. See full
prescribing information for BRISDELLE.

BRISDELLE® (paroxetine) capsules, for oral use
Initial U.S. Approval: 1992
WARNING: SUICIDAL THOUGHTS AND BEHAVIORS
See full prescribing information for complete boxed
warning.
e Potential for increased risk of suicidal thinking
and behavior (5.1)
e Monitor for worsening and emergence of
suicidal thoughts and behaviors (5.1)

RECENT MAJOR CHANGES
Warnings and Precautions, Sexual Dysfunction (5.12) 09/2021

---------------------- INDICATIONS AND USAGE ---------------—----
BRISDELLE is a selective serotoninreuptake inhibitor (SSRI)
indicated for the treatment of moderate to severe vasomotor
symptoms associated with menopause (VMS) (1)

Limitation of Use: BRISDELLE is notindicated forthe
treatment of any psychiatric condition (1)

----------------- DOSAGE AND ADMINISTRATION -------memmem -
The recommended dosage of BRISDELLE is 7.5 mg once
daily, at bedtime (2.1)

--------------- DOSAGE FORMS AND STRENGTHS ------------—
Capsules: 7.5 mg (3)

e Concurrentuse with monoamine oxidase inhibitors (MAOI)
or use within 14 days of MAOI use (2.2, 4.1, 5.2, 7.3)

e Use with thioridazine (4.2,7.1)

o Use with pimozide (4.3, 7.1)

e Hypersensitivity to any ingredientin BRISDELLE (4.4)

e Pregnancy (4.5, 8.1)

----------------- WARNINGS AND PRECAUTIONS ----cennnemmmmaes

e Suicidality: Monitor for suicidality or unusual changesin
behavior (5.1)

e Serotonin Syndrome: Serotonin syndrome, which is
potentially life-threatening, has been reported with SSRIs.
Discontinue BRISDELLE and initiate supportive treatment
(5.2, 7.3)

e Tamoxifen: Efficacy of tamoxifen may be reduced when
administered concomitantly with BRISDELLE (5.3, 7.1)

e Abnormal Bleeding: Caution patients about the risk of
bleeding associated with the concomitant use of
BRISDELLE and non-steroidal anti-inflammatory drugs
(NSAIDs), aspirin, orother drugsthat affect coagulation
(5.4, 7.1)

e Angle-Closure Glaucoma: Angle closure glaucomahas
occurred in patients who have untreated anatomically
narrow angles and who are treated with antidepressants.
(5.5)
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e Hyponatremia: Can occurin associationwith syndrome of
inappropriate antidiuretichormone secretion (SIADH) (5.6)

e Bone Fracture: Epidemiologicalstudies have reported an
association between SSRI treatment and fractures (5.7)

e Activation of Mania/Hypomania: Screen for bipolar disorder
and monitor for mania/ hypomania (5.8)

e Seizures: Use cautiously in patients with ahistory of
seizures or with conditions that potentially lower the seizure
threshold (5.9)

e Akathisia: Can occur, mostlikely in thefirstfew weeks of
treatment (5.10)

e Cognitive and Motor Impairment: May cause impairment;
patients should notoperate machinery or motor vehicles
until certain that BRISDELLE does notaffect them
adversely (5.11)

e Sexual Dysfunction: BRISDELLE use may cause
symptoms of sexual dysfunction. (5.12)

------------------------- ADVERSE REACTIONS -------==mmmmmmmmeemn
The mostcommon adversereactions (=2%) reported in
clinical trials were: headache, fatigue, and nausea/vomiting
(6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
Sebela Pharmaceuticals Inc. at 1-888-271-4621 or FDA at 1-
800-FDA-1088 or www.fda.gov/imedwatch

DRUG INTERACTIONS
Paroxetineis a strong CYP2D6 inhibitor. Co-administration of
BRISDELLE can alter concentrations of other drugs thatare
metabolized by CYP2D6. Consider potential druginteractions
priorto and duringtherapy (5.3,7.1, 7.3). See Full Prescribing
Information for alistofclinically significant drug interactions
(7.1, 7.2, 7.3)
See 17 for PATIENT COUNSELING INFORMATION and
Medication Guide

Revised 09/2021
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FULL PRESCRIBING INFORMATION

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

Antidepressants, including selective serotonin reuptake inhibitors (SSRIs), have been shown to increase
the risk of suicidal thoughts and behavior in pediatric and young adult patients when used to treat major
depressive disorder and other psychiatric disorders. Because BRISDELLE is an SSRI, monitor patients
closely for worsening and for emergence of suicidal thoughts and behaviors. Advise families and
caregivers of the need for close observation and communication with the prescriber [see Warnings and
Precautions (5.1)].

1 INDICATIONS AND USAGE
BRISDELLE is indicated for the treatment of moderate to severe vasomotor symptoms (VMS) associated with menopause.

Limitation of Use:

BRISDELLE is notindicated for the treatment of any psychiatric condition. BRISDELLE contains alower dose of paroxetine than that
used to treat depression, obsessive compulsive disorder, panicdisorder, generalized anxiety disorder, social anxiety disorder, and post-
traumatic stress disorder. The safety and efficacy of this lower dose of paroxetine in BRISDELLE have notbeen established for any
psychiatric condition. Patients who require paroxetine for treatmentofa psychiatric condition should discontinue BRISDELLE and
initiate a paroxetine-containing medicationthatis indicated for such use.

2 DOSAGE AND ADMINISTRATION

21 Dosage Information

The recommended dosage of BRISDELLE for the treatment of moderate to severe VMS is 7.5 mg once daily, at bedtime, with or
withoutfood.

2.2 Use of BRISDELLE Before or After a Monoamine Oxidase Inhibitor (MAOI)

Wait at least 14 days after discontinuation ofan MAOI before initiating therapywith BRISDELLE. Conversely, allow atleast 14 days
after stopping BRISDELLE before starting an MAOI [see Contraindications (4.1), Warnings and Precautions (5.2) and Drug Interactions
(7.3)].

3 DOSAGE FORMS AND STRENGTHS
BRISDELLE is available as 7.5 mg pink capsules printed with black edible ink with “BRISDELLE” and “7.5 mg” on the capsule. Each
capsule contains 9.69 mg paroxetine mesylate equivalentto 7.5 mg paroxetine base.

4 CONTRAINDICATIONS

4.1 Monoamine Oxidase Inhibitors

Concomitantuse of an MAOI with BRISDELLE or within 14 days of stopping treatmentwith BRISDELLE is contraindicated because of
an increased risk of serotonin syndrome. The use of BRISDELLE within 14 days of stopping an MAOI is also contraindicated [see
Dosage and Administration (2.2), Warnings and Precautions (5.2) and Drug Interactions (7.3)].

Starting BRISDELLE in a patientwho is being treated with linezolid or intravenous methylene blue, both ofwhich inhibit monoamine
oxidase, is also contraindicated because of an increased risk of serotonin syndrome [see Dosage and Administration (2.2), Warnings
and Precautions (5.2) and Drug Interactions (7.3)].

4.2 Thioridazine

Concomitantuse of BRISDELLE with thioridazine is contraindicated, because thioridazine prolongsthe QT interval, and paroxetine can
increasethioridazine levels [see Drug Interactions (7.1)].

43 Pimozide

Concomitantuse of BRISDELLE with pimozideis contraindicated because pimozide prolongs the QT interval, and paroxetine increases
pimozidelevels [see Drug Interactions (7.1)].

4.4 Hypersensitivity to any Ingredient in BRISDELLE

BRISDELLE is contraindicated in patients with ahistory of hypersensitivity to paroxetine or any ofthe otheringredients in BRISDELLE.
45 Pregnancy

Menopausal VMS does notoccur during pregnancy and BRISDELLE may cause fetal harm[see Use in Specific Populations (8.1)].

5 WARNINGS AND PRECAUTIONS
5.1 Suicidal Thoughts and Behaviors
BRISDELLE is notapproved for any psychiatric condition.

Antidepressants, including those that contain an SSRI, increase therisk of suicidal thinking and behavior (suicidality) in pediatric and
young adult patients when used to treat major depressive disorder (MDD) and other psychiatric disorders. Thereis limited information
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regarding suicidality inwomen who use BRISDELLE for treatment of VMS. The BRISDELLE trials excluded women with a presenceor
history of previous psychiatric disorders.

Consider discontinuing BRISDELLE in patients with worsening depression or those who experience emergentsuicidality or symptoms
that mightbe precursors to worsening depression or suicidality, especially ifthese symptoms are severe, abrupt in onset, or were not
part ofthe patient’'s presenting symptoms.

All patients being treated with BRISDELLE should be observed closely for clinical worsening, suicidality, and unusual
changes in behavior, especially during the initial few months of treatment.

Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness),
hypomania, and maniahave been reported in patients being treated with antidepressants for MDD as well as for other psychiatricand
nonpsychiatric indications. Although a causal link between the emergence of such symptoms and either the worsening ofdepression
and/orthe emergence of suicidal impulses has notbeen established, thereis concernthat such symptoms may representprecursors to
emerging suicidality.

Families and caregivers of patients being treated with BRISDELLE should be alerted about the need to monitor patients for
the emergence of agitation, irritability, unusual changes in behavior, and the other symptoms described above, as well as the
emergence of suicidality, and to report such symptoms immediately to healthcare providers.

5.2 Serotonin Syndrome

The developmentofapotentially life-threatening serotonin syndrome has been reported with SSRIs, including paroxetine, alone but
particularly with concomitant use of serotonergic drugs (including triptans, tricyclic antidepressants, fentanyl, lithium, tramadol,
tryptophan, buspirone, amphetamines, and St. John’s Wort), and with drugs thatimpair metabolism of serotonin (in particular, MAOIs,
both thoseintended to treat depressionand others such as linezolid and intravenous methylene blue).

Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations, delirium, and coma), autonomic
instability (e.g., tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia), neuromuscular symptoms (e.g.,
tremor, rigidity, myoclonus, hyperreflexia, incoordination), and/or gastrointestinal symptoms (e.g., hausea, vomiting, diarrhea). Monitor
patients for the emergence of serotonin syndrome.

The concomitantuse of BRISDELLE with MAOIs is contraindicated. Do notstart BRISDELLE in a patientwho is being treated with
MAOIs such as linezolid or intravenous methylene blue. All reports with methylene blue that provided information on the route of
administrationinvolved intravenous administrationin the doserange of 1 mg/kg to 8 mg/kg. No reports involved the administration of
methylene blue by other routes (such as oral tablets or local tissueinjection)or atlower doses. There may be circumstances when itis
necessary to initiate treatment with an MAOI such as linezolid or intravenous methylene bluein a patienttaking BRISDELLE.
BRISDELLE should be discontinued before initiating treatment with the MAOI [see Contraindications (4.1) and Dosage and
Administration (2.2)].

If concomitantuse of BRISDELLE with other serotonergic drugs (e.g., triptans, tricyclic antidepressants, fentanyl, lithium, tramadol,
tryptophan, buspirone, amphetamines, and St. John’s Wort) is clinicallywarranted, consider the increased risk of serotonin syndrome
and carefully observe the patient, particularly during treatmentinitiation [see Contraindications (4.1) Drug Interactions (7.3)].

Discontinue BRISDELLE and any concomitant serotonergic agents immediately if the above events occur and initiate
supportive symptomatic treatment.

5.3 Potential Impact on Tamoxifen Efficacy

Itis uncertain whether the co-administration of paroxetine and tamoxifen has asignificantadverse effecton the efficacy oftamoxifen.
Some studies have shown thatthe efficacy of tamoxifen, as measured by the risk of breast cancer relapse/mortality, may be reduced
when co-prescribed with paroxetine as aresult of paroxetine’sirreversible inhibition of CYP2D6 [see Drug Interactions (7.1)]. However,
other studies have failed to demonstrate such a risk. When tamoxifen is used for the treatment or prevention of breast cancer, weigh
the likely benefitof BRISDELLE for treating VMS vs. the risk of possible decreased tamoxifen effectiveness, and consider avoiding the
concomitantuse of BRISDELLE for VMS treatment.

5.4 Abnormal Bleeding

SSRIs, including BRISDELLE, may increase the risk of bleeding events. Concomitantuse of aspirin, nonsteroidal anti-inflammatory
drugs (NSAIDs), warfarin, and other anticoagulants may add to this risk. Casereports and epidemiological studies (case-control and
cohortdesign)have demonstrated an association between use ofdrugs thatinterfere with serotoninreuptake and the occurrence of
gastrointestinal bleeding. Bleeding events related to SSRIs haveranged fromecchymosis, hematoma, epistaxis, and petechiaeto life-
threatening hemorrhages. Caution patientsabouttherisk of bleeding associated with the concomitantuse of BRISDELLE and NSAIDs,
aspirin, or other drugs that affect coagulation [see Drug Interactions (7.1)].
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55 Angle-Closure Glaucoma
The pupillary dilation that occurs following use of many antidepressants and BRISDELLE may trigger an angle closure attack in a
patientwith anatomically narrow angles who does nothave apatent iridectomy.

5.6 Hyponatremia

Hyponatremiamay occur as a resultof treatment with SSRIs, including BRISDELLE. Elderly patients may be at greater risk. In many
cases, thehyponatremiaappears to be the result of the syndrome ofinappropriate antidiuretic hormone secretion (SIADH). Cases with
serum sodium lower than 110 mmol/L have been reported in patients using SSRIs. Also, patients taking diuretics or who are volume-
depleted can be at greaterrisk. Consider discontinuation of BRISDELLE in patients with symptomatic hyponatremiaand institute
appropriate medical intervention.

Signs and symptoms of hyponatremiainclude headache, difficulty concentrating, memory impairment, confusion, weakness, and
unsteadiness, which can lead to falls. Signs and symptoms associated with more severe and/or acute cases have included
hallucination, syncope, seizure, coma, respiratory arrest, and death.

5.7 Bone Fracture

Epidemiological studies onbone fracture risk following exposure to SSRIs have reported an association between SSRI treatment and
fractures. It is unknown to what extent fracture risk is directly attributable to SSRI treatment. If a BRISDELLE-treated patientpresents
with unexplained bone pain, pointtenderness, swelling, or bruising, consider the possibility of a fragility fracture.

5.8 Screening Patients for Bipolar Disorder and Monitoring for Mania/Hypomania

BRISDELLE isonlyindicated for the treatment of moderate to severe VMS and is notapproved for usein treating either depressionor
bipolar depression. However, priorto initiating treatment with BRISDELLE, all patients should be adequately screened to determine if
they are at risk for bipolar disorder; such screening should include a detailed psychiatric history, including afamily history of suicide,
bipolar disorder, and depression. Itis generally believed (though not established in controlled trials) that use of an antidepressantalone
may increase the likelihood of precipitation of amixed/manic episodein patients atrisk for bipolar disorder.

5.9 Seizures

In premarketing testing of paroxetine, seizures occurred in 0.1% of paroxetine-treated patients. Use BRISDELLE cautiously in patients
with a history of seizures or with conditionsthat potentially lower the seizure threshold. Evaluate and consider discontinuing usein any
patientwho develops seizures.

5.10 Akathisia

The use of paroxetine or other SSRIs has been associated with the developmentof akathisia, which is characterized by an inner sense
of restlessness and psychomotor agitation such as an inability to sitor stand still usually associated with subjective distress. This is
most likely to occur within the first few weeks of treatment. Discontinue treatmentwith BRISDELLLE if akathisiaoccurs.

5.11 Potential for Cognitive and Motor Impairment
BRISDELLE has the potential to impair judgment, thinking, or motor skills. Patients should be cautioned about operating hazardous
machinery, including motor vehicles, until they are reasonably certain thatthe drug treatment does not affect them adversely.

5.12 Sexual Dysfunction

Use of SSRIs, including BRISDELLE, may cause symptoms of sexual dysfunction. In female patients, SSRI/SNRI use may resultin
decreased libido and delayed or absentorgasm.

Itis importantfor prescribers to inquire about sexual function prior to initiation of BRISDELLE and to inquire specificallyaboutchanges
in sexual function during treatment, because sexual function may notbe spontaneously reported. When evaluating changes in sexual
function, obtaining adetailed history (includingtiming of symptom onset) is important because sexual symptoms may have other
causes, including the underlying psychiatricdisorder. Discuss potential management strategies to support patients in makinginformed
decisions about treatment.

6 ADVERSE REACTIONS
The following serious adverse reactions are discussed elsewhere in labeling:
e Suicidality [see Warnings and Precautions (5.1)]
e Serotonin syndrome [see Warnings and Precautions (5.2)]
e Abnormal bleeding [see Warnings and Precautions (5.4)]
e Angle-Closure Glaucoma [see Warnings and Precautions (5.5)]
e Hyponatremia[see Warnings and Precautions (5.6)]
e BoneFracture [see Warnings and Precautions (5.7)]
e Mania/Hypomania[see Warnings and Precautions (5.8)]
e  Seizure [see Warnings and Precautions (5.9)]
e Akathisia[see Warnings and Precautions (5.10)]
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6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of adrug
cannotdirectly be compared to rates in the clinical trials of another drug and may notreflectthe rates observed in practice.

The data described below reflectexposure to BRISDELLE in the one 8-week Phase 2 randomized, placebo-controlled trial and the two
Phase 3 randomized, placebo-controlled, 12-week and 24-week trials for the treatment of moderate to severe VMS [see Clinical Studies
(14)]. In these trials, a total of 635 women were exposed to BRISDELLE 7.5 mg administered orally once daily and 641 women
received placebo. The majority of BRISDELLE-treated patients were Caucasian (68%) and African American (30%), with a mean age of
55 years (range 40 to 73 years). Women with a history of suicidal ideation or suicidal behavior were excluded from these studies.

Adverse Reactions Leading to Study Discontinuation: Atotal of 4.7% ofwomen taking BRISDELLE discontinued fromthe clinical trials
due to an adversereaction,compared to 3.7% of women on placebo; the mostfrequent adverse reactions leading to discontinuation
among paroxetine-treated women were: abdominal pain (0.3%), attention disturbances (0.3%), headache (0.3%), and suicidal ideation
(0.3%).

Common Adverse Reactions: Overall, based on investigators’ determinations about what events were likely to be drug-related, about
20% ofwomen treated with BRISDELLE reported atleast 1 adverse reaction in the three controlled studies. The mostcommon adverse
reactions (22% and more common among BRISDELLE-treated women) reported in these studies were headache,
fatigue/malaise/lethargy, and nausea/vomiting. Ofthese commonly reported adverse reactions, nausea occurred primarily within the
first4 weeks oftreatment and fatigue occurred primarily withinthe firstweek of treatment, and decreased in frequency with continued
therapy.

The adversereactionsthatoccurred in atleast 2% of patientsin the BRISDELLE group and ata higherincidence than placebo are
shown in Table 1 forthe pooled Phase 2 and Phase 3 trials.

Table 1 Frequency of Adverse Reactions in the Phase 2 and Phase 3 Trials (2 2% and at a higher incidence than placebo)

Frequency n (%)
BRISDELLE (n = 635) | Placebo (n = 641)

Nervous system disorders

Headache | 40 (6.3) | 31 (4.8)
General disorders and administration site conditions

Fatigue, malaise, lethargy | 31 (4.9) | 18 (2.8)
Gastrointestinal disorders

Nausea, vomiting | 27 (4.3) | 15 (2.3)

Certain symptoms were seen more frequently in women at the time of discontinuation of BRISDELLE compared to women
discontinuing placebo, and have also been reported upon discontinuation of other formulations of paroxetine, particularly when abrupt.
Theseincludeincreased dreaming/nightmares, muscle cramps/spasms/twitching, headache, nervousness/anxiety, fatigue/tiredness,
restless feeling in legs, and trouble sleeping/insomnia. While these events are generally self-limiting, there have been reports of serious
discontinuation symptoms with other formulations of paroxetine.

Serious Adverse Reactions: Inthe pooled Phase 2 and Phase 3 trials, three BRISDELLE-treated patients reported aserious adverse
reaction of suicidal ideation and one BRISDELLE-treated patientreported a serious adverse reaction of suicide attempt. There were no
serious adverse reactions of suicidalideation or suicide attemptreported among the placebo-treated patients.

6.2 Postmarketing Experience

The following adversereactionshave been identified from clinical studies of paroxetine and during post-approval use of other
formulations of paroxetine. Because some of these reactions are reported voluntarilyfromapopulation of uncertain size, itis notalways
possibleto reliably estimate their frequency or establish a causal relationship to drug exposure.

Blood and Lymphatic System Disorders: Idiopathicthrombocytopenic purpura, Events related to impaired hematopoiesis (including
aplastic anemia, pancytopenia, bone marrow aplasia, agranulocytosis).

Cardiac Disorders: Atrial fibrillation, Pulmonary edema, Ventricular fibrillation, Ventricular tachycardia (including torsades de pointes).

Gastrointestinal Disorders: Pancreatitis, Pancreatitis hemorrhagic, Vomiting.

General Disorders and Administration Site Conditions: Death, Drug withdrawal syndrome, Malaise.

Hepatobiliary Disorders: Drug-induced liver injury, Hepatic failure, Jaundice.
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Immune System Disorders: Anaphylactoid reaction, Angioedema, Toxic epidermal necrolysis.

Investigations: Elevated liver tests (the most severe cases were deaths dueto liver necrosis, and grossly elevated transaminases

associated with severe liver dysfunction).

Metabolism and Nutrition Disorders: Diabetes mellitus inadequate control, Type 2 diabetes mellitus.

Nervous System Disorders: Neuroleptic malignant syndrome, Paresthesia, Somnolence, Tremor.

Psychiatric Disorders: Aggression, Agitation, Anxiety, Confusional state, Depression, Disorientation, Homicidalideation, Insomnia,

Restlessness.

Respiratory, Thoracic and Mediastinal Disorders: Pulmonary hypertension.

Skin and Subcutaneous Tissue Disorders: Hyperhidrosis, Stevens-Johnson syndrome.

7 DRUG INTERACTIONS

No drug-druginteraction studies have been conducted with BRISDELLE.

7.1 Potential for BRISDELLE to Affect Other Drugs

Paroxetineis a strong CYP2D6 inhibitor. Clinical drug interaction studies have been performed with substrates of CYP2D6 and show
that paroxetine can inhibitthe metabolism of drugs metabolized by CYP2D6 [see Clinical Pharmacology (12.3)]. Table 2 contains

examples of drugs with a metabolismthat may be affected by co-administration with BRISDELLE.

Table 2 Effects of Paroxetine on Other Drugs

Concomitant Drug Name

Effect of Paroxetine on Other
Drugs

Clinical Recommendations

active tamoxifen metabolite

Thioridazine Increased plasmaconcentrations of | Concomitantuse ofthioridazine and
thioridazine BRISDELLE is contraindicated.
Potential QTc prolongation

Pimozide Increased plasmaconcentrations of | Concomitantuse of pimozide and
pimozide. Potential QTc BRISDELLE is contraindicated.
prolongation

Tamoxifen Reduced plasma concentrations of | Consider avoiding concomitantuse

of tamoxifen and BRISDELLE.

Tricyclic Antidepressants (TCA)
(e.g., Desipramine)

Increased plasmaconcentrations
and elimination half-life

Plasma TCA concentrations may
need to be monitored and thedose
of TCA may need to be reduced ifa
TCA is co-administered with
BRISDELLE. Monitor tolerability.

Risperidone

Increased plasmaconcentrations of
risperidone

A lower dosage ofrisperidone may
be necessary (seethe Full
Prescribing Information for
risperidone). Monitor tolerability.

Atomoxetine

Increased exposure of atomoxetine

A lower dosage of atomoxetine may
be necessary (see Full Prescribing
Information for atomoxetine).
Monitor tolerability.

Drugs Highly Bound to Plasma
Protein (e.g., Warfarin)

Increased free plasma
concentrations

The dosage ofwarfarin may need to
be reduced. Monitor tolerability and
the International Normalized Ratio.

theophylline

Digoxin Decreased plasmaconcentrations Dosage ofdigoxin may need to be
of digoxin increased. Monitor digoxin
concentrationsand clinical effect.
Theophylline Increased plasmaconcentrations of | Dosage oftheophylline may need to

be decreased. Monitor theophylline
concentrationsand tolerability.

Use caution if co-administering BRISDELLE with other drugs thatare metabolized by CYP2D6, including nortriptyline, amitriptyline,
imipramine, desipramine, fluoxetine, phenothiazines, risperidone, and Type 1C antiarrhythmics (e.g., propafenone, flecainide, and

encainide).

7.2 Potential for Other Drugs to Affect BRISDELLE
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The metabolismand pharmacokinetics of paroxetine may be affected by the inductionand inhibition of drug metabolizing enzymes such
as CYP2D6. Table 3 contains alistofdrugs that may affect the pharmacokinetics of BRISDELLE when administered concomitantly
[see Clinical Pharmacology (12.3)].

Table 3 Effects of Other Drugs on Paroxetine

Concomitant Drug Name Effect of Concom!tant Drug on Clinical Recommendations
Paroxetine

Phenobarbital Decreased paroxetine exposure NG d diust of
Phenytoin Decreased paroxetine exposure 0 doseadjustmentior

- - - - BRISDELLE.
Fosamprenavir/ Ritonavir Decreased plasmaconcentration of
Cimetidine Ipnacr:)e);estgzie lasmaconcentration of Monitor clinical effect of

°d p BRISDELLE.
paroxetine

Use caution if co-administering BRISDELLE with other drugs thatinhibit CYP2D6 (e.g., quinidine).

7.3 Other Potentially Significant Drug Interactions

Monoamine Oxidase Inhibitors (MAOIS)

Serious adversereactions such as serotonin syndrome have been reported in patients receiving aconcomitant SSRI and MAOI, in
patients started on an SSRI who recently received an MAOI and in patients started on an MAOI who recently received an SSRI.
Therefore, concomitantuse of MAOIs with BRISDELLE oruse of BRISDELLE and an MAOI within 14 days of each otheris
contraindicated [see Dosage and Administration (2.2), Contraindications (4.1) and Warnings and Precautions (5.2)].

Serotonergic Drugs

If concomitantuse of BRISDELLE with other serotonergic drugs (e.g., triptans, tricyclic antidepressants, fentanyl, lithium, tramadol,
tryptophan, buspirone, amphetamines, and St. John’s Wort) is clinicallywarranted, consider the increased risk of serotonin syndrome
and carefully observe the patient, particularly during treatmentinitiation [see Warnings and Precautions (5.2)].

An interaction between paroxetine and tryptophan may occur when they are co-administered. Adverse experiences, consisting primarily
of headache, nausea, sweating, and dizziness, have been reported when tryptophan was administered to patients taking paroxetine.
Consequently, concomitantuse of BRISDELLE with tryptophan is notrecommended.

If concomitantuse of BRISDELLE with a serotonergic drugis warranted, carefully observe the patient, particularly during treatment
initiation. There have been postmarketing reports of serotonin syndrome with the use of an SSRI and a triptan.

BRISDELLE contains paroxetine, which is also the activeingredientin other drugs. The concomitantuse of BRISDELLE with other
paroxetine products is notrecommended [see Indications and Usage (1)].

Drugs that Interfere with Hemostasis (e.q., NSAIDs, Aspirin, and Warfarin)

Altered anticoagulant effects, including increased bleeding, have been reported when SSRIs are co-administered with NSAIDs, aspirin,
and warfarin or other drugs that affect coagulation. There may be a pharmacodynamicinteraction between paroxetine and warfarin that
causes an increased bleeding diathesis despite unaltered prothrombintime. Carefully monitor patients receiving warfarin therapy when
BRISDELLE is initiated or discontinued [see Warnings and Precautions (5.4)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category X

Risk Summary

BRISDELLE is contraindicated in pregnantwomen because menopausal VMS does notoccur during pregnancy and paroxetine can
cause fetal harm. Epidemiological studies have shownthatinfants exposed to paroxetinein the first trimester of pregnancy may have
an increased risk of cardiovascular malformations. Cardiac malformations are a common congenital abnormality. These datawould
suggestthatthe risk ofa cardiac abnormality following paroxetine exposure in the firsttrimester may increase the risk from 1% to 2%.
Exposureto SSRIs in late pregnancy may lead to an increased risk for neonatal complications requiring prolonged hospitalization,
respiratory support, and tube feeding, and/or persistent pulmonary hypertension ofthe newborn (PPHN). No teratogenicity was seen in
reproductive development studies conducted in rats and rabbits. However, an increase in rat pup deaths was seen during thefirst4
days oflactation when dosing occurred during the lasttrimester of gestation and continued throughoutlactation, ata dose
approximately equal to the maximum recommended human dose (MRHD) for VMS (7.5 mg) on an mg/m? basis. If this drug is used
during pregnancy, orifthe patientbecomes pregnantwhile taking this drug, the patientshould be apprised ofthe potential hazard to a
fetus.

Human Data
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Eirst-Trimester Pregnancy Exposure

e Epidemiologic studies which include datafromthe Swedish National Registry, aretrospective cohortstudy using
United Healthcare data and a meta-analysis of studies (1992-2008) have shown aless than 2-fold increased risk of
cardiac malformations, primarily ventricular septal and atrial septal defects, with first-trimester paroxetine exposure.
Two case-control studies using separate databases with > 9000 birth defectcases and > 4000 controls showed 7 and
6 paroxetine-exposed infants respectively, with right ventricular outflow tract obstructions, a 2- to 3-fold increased
risk. An increasein overall congenital malformations with first-trimester paroxetine use was notobserved in all
studies.

Third-Trimester Pregnancy Exposure

e Neonates exposed to SSRIs late in the third trimester have developed complications requiring prolonged
hospitalization, respiratory support, and tube feeding. Such complications can ariseimmediately upon delivery.
Reported clinical findings have included respiratory distress, cyanosis, apnea, seizures, temperature instability,
feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and
constantcrying. These features are consistentwith either adirecttoxic effect of SSRIs or, possibly, adrug
discontinuation syndrome. It should be noted thatin some cases, the clinical picture is consistentwith serotonin
syndrome [see Warnings and Precautions (5.2)].

¢ Infants exposed to SSRIs in late pregnancy may have an increased risk for persistent pulmonary hypertension of the
newborn (PPHN). PPHN occursin 1— 2 per 1000 live births in the general population and is associated with
substantial neonatal morbidity and mortality. In a retrospective case-control study of 377 women whose infants were
born with PPHN and 836 women whose infants were born healthy, therisk for developing PPHN was approximately
6-fold higher for infants exposed to SSRIs after the 201 week of gestation compared to infants who had notbeen
exposed to antidepressants during pregnancy. Thereis currently no corroborative evidence regarding the risk for
PPHN following exposureto SSRIs in pregnancy; this is the first study that has investigated the potential risk. The
study did notinclude enough cases with exposure to individual SSRIs to determine ifall SSRIs posed similar levels of
PPHN risk.

Animal Data

Reproduction studies were performed atdoses up to 50 mg/kg/day in rats and 6 mg/kg/day in rabbits administered during
organogenesis. These doses are approximately 65 (rat) and 16 (rabbit) times the maximum recommended human dose (MRHD) for
VMS on an mg/m? basis. There were no teratogenic effects. However, in rats, there was an increase in pup deaths duringthefirst4
days of lactation when dosing occurred during the last trimester of gestation and continued throughoutlactation. This effectoccurred at
adoseofl mg/kg/day or approximately equal to the MRHD for VMS on an mg/m? basis. The no-effectdose for rat pup mortality was
notdetermined. The cause ofthese deaths is unknown.

8.3 Nursing Mothers

Paroxetineis excreted in human milk. Because ofthe potential for serious adversereactionsin nursinginfants from BRISDELLE, a
decisionshould be made whether to discontinue nursing or to discontinue the drug, taking into accounttheimportance ofthe drug to
the mother.

8.4 Pediatric Use
Safety and effectiveness in pediatric patients have notbeen established; BRISDELLE is notindicated inthe pediatric population.

8.5 Geriatric Use

Clinical studies of BRISDELLE did notinclude sufficientnumbers of subjects aged 65 and over to determine whether they respond
differently fromyounger subjects. Elderly patients may have elevated paroxetine plasma concentrations compared to younger patients.
However, no BRISDELLE doseadjustmentis considered necessary in elderly patients[see Clinical Pharmacology (12.3)].

SSRIs have been associated with cases of clinically significanthyponatremiain elderly patients, who may be at greater risk for this
adverse event [see Warnings and Precautions (5.6)].

8.6 Renal Impairment
No BRISDELLE dose adjustmentis considered necessary in patientswith renal impairment [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment
No BRISDELLE dose adjustmentis considered necessary in patientswith liver impairment[see Clinical Pharmacology (12.3)].

10 OVERDOSAGE
The following have been reported with paroxetine tabletoverdosage:
e Seizures, which may be delayed, and altered mental status including coma.
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e Cardiovasculartoxicity, which may be delayed, including QRS and QTc interval prolongation. Hypertension most
commonly seen, but rarely can see hypotensionalone or with co-ingestants including alcohol.
e Serotonin syndrome (patients with amultiple drug overdosage with other pro-serotonergic drugs may have a higher
risk).
Gastrointestinal decontamination with activated charcoal should be considered in patientswho presentearly after a paroxetine
overdose.

Consider contacting a poison center (1-800-221-2222) or a medical toxicologistfor overdose managementrecommendations.

11 DESCRIPTION
BRISDELLE (paroxetine)is an orally administered selective serotonin reuptake inhibitor (SSRI) for the treatment of moderate to severe
VMS associated with menopause. Itis identified chemically as (-)-trans -4R- (4-fluorophenyl) - 3S - [(3', 4-methylenedioxyphenoxy)
methyl] piperidine mesylate and has the empirical formula of C19H20FNO 3*CH3SO 3H. The molecular weightis 425.5 (329.4 as free
base). The structural formula is:
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The mesylate saltof paroxetineis an odorless, off-white powder, having amelting pointrange of 147° to 150°C and a solubility of more
than 1 g/mL in water.

Each pink capsule contains9.69 mg paroxetine mesylate equivalentto 7.5 mg paroxetine base.

Inactive ingredients consist of: dibasic calcium phosphate, sodium starch glycolate, magnesium stearate, gelatin, titanium dioxide,
FD&C Yellow#6, FD&C Red #3, FD&C Red #40, shellac, and black iron oxide.

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

Nonclinical studies have shownthat paroxetineis an SSRI. BRISDELLE is notan estrogen, and its mechanismofaction forthe
treatment of VMS is unknown.

12.2 Pharmacodynamics

Studies at clinically relevantdoses in humans have demonstrated that paroxetine blocksthe uptake of serotonininto human platelets.
In vitro studies in animals also suggestthat paroxetineis aselective inhibitor of neuronal serotonin reuptake and has weak effects on
norepinephrine and dopamine neuronal reuptake. Invitro radioligand binding studies indicate that paroxetine has little affinity for
muscarinic alphai-, alphaz-, beta-adrenergic-, dopamine (D2)-, 5-HT 1-, 5-HT 2-, and histamine (H1)-receptors.

12.3 Pharmacokinetics

Absorption, Distribution, Metabolism and Excretion

Absorption

Paroxetineis completely absorbed after oral dosing ofthe mesylate salt. In a study in which healthy postmenopausal women (n=24)
received BRISDELLE 7.5 mg capsules as a daily dose for 14 days, steady-state paroxetine concentrations were achieved by
approximately 12 days ofdosing for most subjects, although it may take substantially longer in an occasional patient. Peak
concentrationswere reached at a median of 6 hours (3 to 8 hours range). Steady-state mean values of Cmax, Cmin, and AUCo.|ast Were
13.10 ng/mL (CV 91%), 7.17 ng/mL (CV 99%), and 237 hr*ng/mL (CV 94%), respectively.

Steady-state AUCo-24 values were about 3 times those of AUCo.inf following asingle dose, indicating non-linear pharmacokinetics.
Steady-state Cmax values were approximately 5times greater than those attained after a single dose and steady-state exposure based
on AUCo.24 was about 10 times greater than AUCo.24 after a singledose.
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The nonlinear kinetics and excess accumulation are due to the fact that CYP2D6, an enzyme that isin partresponsible for paroxetine
metabolism, is readily saturable.

The effects offood on the bioavailability of paroxetine were studied with paroxetine tablets at higher strength. AUC was only slightly
increased (6%) when drug was administered with food butthe Cmax was 29% greater, while the time to reach peak plasma
concentration decreased from 6.4 hours post-dosingto 4.9 hours. BRISDELLE can be taken with or withoutfood.

Distribution
Paroxetine distributes throughoutthe body, including the central nervous system, with only 1% remaining in the plasma.

Approximately 95% and 93% of paroxetineis bound to plasmaprotein at 100 ng/mL and 400 ng/mL, respectively.
Under clinical conditions, paroxetine concentrations would normally be less than 100 ng/mL. Paroxetine does notalter the in vitro
protein binding of phenytoin or warfarin.

Metabolism

Paroxetineis extensively metabolized after oral administration. The principal metabolites are polar and conjugated products of oxidation
and methylation, which arereadily cleared. Conjugates with glucuronic acid and sulfate predominate, and major metabolites have been
isolated and identified. Dataindicate thatthe metabolites have no morethan 1/50 the potency ofthe parentcompound atinhibiting
serotoninuptake. The metabolism of paroxetineis accomplished in part by cytochrome CYP2D6. Saturation of this enzyme at clinical
doses appears to accountforthe nonlinearity of paroxetine kineticswith increasing dose and increasing duration oftreatment. Therole
of thisenzyme in paroxetine metabolism also suggests potentialdrug-druginteractions [see Drug Interactions (7)]. At steady state,
when the CYP2D6 pathway is essentially saturated, paroxetine clearanceis governed by alternative P450 isozymes, which, unlike
CYP2D6, showno evidence of saturation.

Excretion

Approximately 64% of a 30 mg oral solution of paroxetine was excreted in the urine with 2% as the parentcompound and 62% as
metabolites over a 10-day post-dosing period. About 36% ofthe dose was excreted in the feces (probably viathe bile), mostly as
metabolites and less than 1% as the parentcompound over the 10-day post-dosing period.

Specific Populations

Renal and Liver Impairment

Increased plasmaconcentrations of paroxetine occur in subjects with renal and hepatic impairment. The mean plasmaconcentration in
patients with creatinine clearance below 30 mL/min was approximately 4 times greater than seen in normal volunteers. Patients with
creatinine clearance of 30 to 60 mL/min and patients with hepatic impairmenthad abouta 2-fold increasein plasmaconcentrations
(AUC, Cmax). No BRISDELLE doseadjustmentis considered necessary inpatients with renal or hepatic impairment.

Elderly Patients

In a multiple-dose study in the elderly atdaily paroxetine doses of 20, 30, and 40 mg, Cmin cOncentrations were about 70% to 80%
greater than the respective Cmin concentrations in nonelderly subjects. No BRISDELLE dose adjustmentis considered necessary in
elderly patients.

Drug Interaction Studies
Potential Effect of BRISDELLE on Other Drugs

Drugs Metabolized by CYP3A4

An in vivo drug interaction study involving the co-ad ministration under steady-state conditions of paroxetine and terfenadine, a
substrate for cytochrome CYP3A4, revealed no effect of paroxetine on terfenadine pharmacokinetics. In vitro studies have shown
ketoconazole, apotentinhibitor of CYP3A4 activity, to be at least 100 times more potentthan paroxetine as an inhibitor ofthe
metabolism of several substrates for CYP3A4, including astemizole, triazolam, and cyclosporine. Based on the assumption thatthe
relationship between paroxetine’s invitro Ki and its lack of effect on terfenadine’s in vivo clearance predicts its effect on other CYP3A4
substrates, paroxetine’s extentofinhibition of CYP3A4 activity is notlikely to be of clinical significance.

Drugs Metabolized by CYP2D6

Many drugs are metabolized by the cytochrome P450 isozyme CYP2D6. Like other agents thatare metabolized by CYP2D6,
paroxetine may significantlyinhibitthe activity of thisisozyme. In most patients (> 90%), this CYP2D6 isozymeis saturated early during
paroxetinedosing.

Specific studies investigating the effect of paroxetine on drugs metabolized by CYP2D6 are listed below:

Reference ID: 4859544



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Pimozide: Higher doses of paroxetine have been shown to elevate plasmalevels of pimozide. In a controlled study of healthy
volunteers, after paroxetine was titrated to 60 mg daily, co-administration ofasingle dose of2mg pimozide was associated with mean
increases in pimozide AUC of 151% and Cmax 0f62%, compared to pimozide administered alone [see Drug Interactions (7.1)].

Tamoxifen: It is uncertain whether the co-administration of paroxetine and tamoxifen has asignificantadverse effect on the efficacy of
tamoxifen. Some studies have shown thatthe efficacy of tamoxifen, as measured by the risk of breast cancer relapse/mortality, may be
reduced when co-prescribed with paroxetine as a result of paroxetine’s irreversible inhibition of CYP2D6. However, other studies have
failed to demonstrate such arisk [see Warnings and Precautions (5.3) and Drug Interactions (7.1)].

Desipramine: In one study, daily dosing of paroxetine (20 mg once daily) under steady-state conditionsincreased singledose
desipramine (100 mg) Cmax, AUC, and T, by an average ofapproximately 2-, 5-, and 3-fold, respectively [see Drug Interactions (7.1)].

Risperidone: Daily dosing of paroxetine 20 mg in patients stabilized on risperidone (4to 8 mg/day),a CYP2D6 substrate, increased
mean plasma concentrations ofrisperidone approximately 4-fold, decreased 9-hydroxyrisperidone concentrations ap proximately 10%,
and increased concentrations ofthe active moiety (the sum of risperidone plus 9-hydroxyrisperidone) approximately 1.4-fold [see Drug
Interactions (7.1)].

Atomoxetine: The effect of paroxetine on the pharmacokinetics of atomoxetine has been evaluated when both drugs were at steady
state. In healthy volunteers who were extensive metabolizers of CYP2D6, paroxetine 20 mg daily was given in combination with 20 mg
atomoxetine every 12 hours. This resulted in increases in steady-state atomoxetine AUC values that were 6- to 8-fold greater and in
atomoxetine Cmax values that were 3- to 4-fold greater than when atomoxetine was given alone [see Drug Interactions (7.1)].

Digoxin: Mean digoxin AUC at steady state decreased by 15% in the presence of paroxetine [see Drug Interactions (7.1)].

Beta Blockers: In a study in which propranolol (80 mg twice daily) was dosed orally for 18 days, the steady-state plasma
concentrationsof propranololwere unaltered during co-administration with paroxetine (30 mg oncedaily) for thefinal 10 days. The
effects of propranololon paroxetine have notbeen evaluated.

Potential Effect of Other Drugs on BRISDELLE
Concomitantuse of paroxetine with other drugs thatalter CYP enzymes activities including CYP2D6 may affect the plasma
concentrations of paroxetine. Specific studies investigating the effect of other drugs on paroxetine are listed below:

Cimetidine: Cimetidine inhibits many cytochrome P450 enzymes. In a study in which paroxetine (30 mg once daily) was dosed orally
for 4 weeks, steady-state plasma concentrations of paroxetine were increased by approximately 50% during co-administration with oral
cimetidine (300 mg three times daily) for the final week [see Drug Interactions (7.2)].

Phenobarbital: Phenobarbital induces many cytochrome P450 enzymes. When a single oral 30 mg dose of paroxetine was
administered atphenobarbital steady state (100 mg once daily for 14days), paroxetine AUC and T+, were reduced (by an average of
25% and 38%, respectively) compared to paroxetine administered alone. The effect of paroxetine on phenobarbital pharmacokinetics
was notstudied. Because paroxetine exhibits nonlinear pharmacokinetics, the results of this study may notaddress the case where the
2 drugs are both being chronically dosed [see Drug Interactions (7.2)].

Phenytoin: When a single oral 30 mg dose of paroxetine was administered at phenytoin steady state (300 mg once daily for 14 days),
paroxetine AUC and T+, were reduced (by an average of50% and 35%, respectively) compared to paroxetine administered alone. In a
separate study, when a single oral 300 mg dose of phenytoin was administered at paroxetine steady state (30 mg once daily for 14
days), phenytoin AUC was slightly reduced (12% on average) compared to phenytoin administered alone. Because both drugs exhibit
nonlinear pharmacokinetics, the above studies may notaddress the case where the 2 drugs are both being chronically dosed [see Drug
Interactions (7.2)].

Digoxin: A clinical druginteraction study showed thatconcurrentuse ofdigoxindid not affect paroxetine exposure.
Diazepam: A clinical drug interaction study showed that concurrentuse of diazepam did not affect paroxetine exposure.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
Two-year carcinogenicity studies were conducted in rodentsgiven paroxetinein thedietat1, 5, and 25 mg/kg/day (mice) and 1, 5, and

20 mg/kg/day (rats). Thedoses used in these carcinogenicity studies were approximately 16 (mouse) and 26 (rat) times the MHRD for
VMS. Therewas a significantly greater number of male rats in the high-dose group with reticulum cell sarcomas (1/100, 0/50, 0/50, and
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4/50 for control, low-, middle-, and high-dose groups, respectively) and a significantly increased linear trend across groupsforthe
occurrence oflymphoreticular tumors in male rats. Female rats were notaffected. Although there was a dose-related increasein the
number of tumors in mice, there was no drug-related increase in the number of mice with tumors. The relevance ofthese findings to
humansis unknown.

Mutagenesis
Paroxetine produced no genotoxic effectin a battery of 5 in vitro and 2 in vivo assays that included the following: bacterial mutation

assay, mouse lymphomamutation assay, unscheduled DNA synthesis assay, and tests for cytogenetic aberrationsinvivo in mouse
bone marrow and in vitro in human lymphocytes and in adominantlethal testin rats.

Impairment of Fertility

A reduced pregnancy rate was found in reproduction studies in rats at a paroxetine dose of 15 mg/kg/day, which is 19times the MRHD
for VMS on an mg/m? basis. Irreversible lesions occurred in the reproductive tract of male rats after dosingin toxicity studies for 2 to 52
weeks. These lesions consisted of vacuolation of epididymal tubular epithelium at 50 mg/kg/day and atrophicchanges in the
seminiferous tubules of the testes with arrested spermatogenesis at 25 mg/kg/day (65 times and 32 times the MHRD for VMS on an
mg/m? basis, respectively).

14 CLINICAL STUDIES

The efficacy of BRISDELLE as a treatment for moderate to severe VMS associated with menopause was established in two Phase 3
studies (at a dose of 7.5 mg once daily atbedtime) in 1174 postmenopausal women with aminimum of 7-8 moderate to severe
vasomotor symptoms per day atbaseline (= 50 per week) for 30 days priorto receiving study drug.

Study 1 was a 12-week, randomized, double-blind, placebo-controlled clinical trial with atotal of 606 postmenopausal women (average
age 55 years, 65% Caucasian and 33% African American, 18% surgically menopausal and 82% naturally menopausal).

Study 2 was a 24-week, randomized, double-blind, placebo-controlled clinical trial with atotal of 568 postmenopausal women (average
age 54 years, 76% Caucasian and 22% African American, 20% surgically menopausal and 81% naturally menopausal).

The co-primary efficacy endpoints for both studies were the reduction frombaseline in VMS frequency and severity at Weeks 4 and 12.
Data from Study 1 showed a statistically significantreductionfrombaselinein the frequency of moderate to severe vasomotor
symptoms at Week 4 and Week 12 and a statistically significantreductionin the severity of moderate to severe VMS at Week 4 for
BRISDELLE compared to placebo (Table 4). Data from Study 2 showed a statistically significantreduction frombaselinein the
frequency and severity of moderate to severe vasomotor symptoms at Week 4 and Week 12 for BRISDELLE compared to placebo
(Table 5).

Table 4 Study 1: Changes in the Daily Frequency and Daily Severity of Moderate to Severe VMS at Weeks 4 and 12 (MITT

Population)
Frequency Severity
BRISDELLE Placebo BRISDELLE Placebo
Baseline
n 301 305 301 305
Median 10.4 10.4 2.5 2.5
Change from baseline at Week 4
n 289 293 281 289
Median -4.3 -3.1 -0.05 0.00
Treatment Difference* -1.2 -0.05
P-value” <0.01 <0.01
Change from baseline at Week 12
n 264 274 236 253
Median -5.9 -5.0 -0.06 -0.02
Treatment Difference* -0.9 -0.04
P-value” <0.01 0.17

MITT population: all consented and randomized subjects with valid baseline daily hotflash diary datawho had taken at least 1 dose of
study medication and had atleast 1 day of on-treatmentdaily hotflash diary data.

* Treatment Difference: the difference between the median changes from baseline.

# P-value is obtained from rank-ANCOVA model.

Reference ID: 4859544



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Table 5 Study 2: Changes in the Daily Frequency and Daily Severity of Moderate to Severe VMS at Weeks 4 and 12 (MITT

Population)
Frequency Severity
BRISDELLE Placebo BRISDELLE Placebo
Baseline
n 284 284 284 284
Median 9.9 9.6 25 25
Change from baseline at Week 4
n 276 274 268 271
Median -3.8 -25 -0.04 -0.01
Treatment Difference* -1.3 -0.03
P-value® <0.01 0.04
Change from baseline at Week 12
n 257 244 245 236
Median -5.6 -3.9 -0.05 0.00
Treatment Difference* -1.7 -0.05
P-value® <0.01 <0.01

MITT population: all consented and randomized subjects with valid baseline daily hot flash diary datawho had taken at least 1 dose of
study medication and had atleast 1 day of on-treatmentdaily hotflash diary data.

* Treatment Difference: the difference between the median changes from baseline.

# P-value is obtained from rank-ANCOVA model.

Persistence of benefit at 24 weeks in Study 2 was evaluated with a responder analysis where responders were defined as those
patients who achieved =250% reduction frombaselinein the frequency of moderate to severe VMS at Week 24. The proportion of
patients achievinga = 50% reduction in the frequency of moderate to severe VMS from baseline to Week 24 was 48% in the
BRISDELLE group and 36% in the placebo group at Week 24.

16 HOW SUPPLIED/STORAGE AND HANDLING
BRISDELLE is available as 7.5 mg pink capsules printed with black edible ink with “BRISDELLE” and “7.5 mg” on each capsule.

NDC 54766-907-53, blister packs of 30
Store at 20°-25°C (68°-77°F); excursions permitted to 15°-30°C (59°-86°F). Protect fromlightand humidity.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide).

Instruct patients to read the Medication Guide before starting therapy with BRISDELLE and to reread it each time the prescription is
renewed.

e Advisepatients, their families, and their caregivers to look for the emergence of suicidality, especially early during
treatment [see Boxed Warning and Warnings and Precautions (5.1)].

e Instruct patients notto take BRISDELLE with an MAOI orwithin 14 days of stopping an MAOIl and allow 14 days after
stopping BRISDELLE before starting an MAOI [see Dosage and Administration (2.2) and Contraindications (4.1)].

e Advise patients notto take BRISDELLE with thioridazine or pimozide [see Contraindications (4.2 and 4.3)].

e Caution patients about the risk of serotonin syndrome, particularly with the concomitantuse of BRISDELLE with
triptans, tricyclic antidepressants, linezolid, tramadol, amphetamines, St. John’s Wort, lithium, tryptophan
supplements, other serotonergic agents, or antipsychotic drugs [see Warnings and Precautions (5.2) and Drug
Interactions (7.3)].

e Caution patients that efficacy oftamoxifen may be reduced when administered concomitantly and counsel them
about the likely benefit of paroxetine for treating VMS vs. the risk of possible decreased tamoxifen effectiveness [see
Warnings and Precautions (5.3)].

e Caution patients about the concomitantuse of BRISDELLE and NSAIDs, aspirin, warfarin, and other anticoagulants
because combined use ofdrugs thatinterfere with serotoninreuptake has been associated with an increased risk of
bleeding [see Warnings and Precautions (5.4)].

e Advisepatients thattaking BRISDELLE can cause mild pupillary dilation, which in susceptible individuals, can lead to
an episode ofangle-closure glaucoma. Pre-existing glaucomais almostalways open-angle glaucomabecause angle-
closure glaucoma, when diagnosed, can be treated definitivelywith iridectomy. Open-angle glaucomais notarisk
factor for angle-closure glaucoma. Patients may wish to be examined to determine whether they are susceptible to
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angleclosure, and have a prophylactic procedure (e.g., iridectomy), ifthey are susceptible [See Warnings and
Precautions (5.5)].

Caution patients about therisk of hyponatremia, particularly elderly patients and those who are taking diuretics or are
volume-depleted [see Warnings and Precautions (5.6)].

Inform patients thatthere is the possibility for an increased risk of fracture [see Warnings and Precautions (5.7)].
Advise patients, their families, and their caregivers to observe for signs of activation of mania’lhypomania [see
Warnings and Precautions (5.8)].

Advise patients to notify their physician ifthey become pregnantduring therapy [see Contraindications (4.5) and Use
in Specific Populations (8.1)]. Caution patients about operating hazardous machinery, including motor vehicles, until
they are reasonably certain that paroxetine therapy does not affect their ability to engage in such activities [see
Warnings and Precautions (5.11)].

Advise patients to informtheir healthcare provider ifthey are taking, or plan to take, any prescription or over-the-
counter drugs, including herbal supplements, because there is a potential for interaction with paroxetine [see Drug
Interactions (7.3)].

Advise patients thatparoxetine, the activeingredientin BRISDELLE, is also the activeingredientin certain other
drugs and these medications should not be taken concomitantly [see Indications and Usage (1) and Drug Interactions
(7.3)].

Advise patients thatuse of BRISDELLE may cause symptoms of sexual dysfunctionin female patients. Inform
patients thatthey should discuss any changes in sexual function and potential management strategies with their
healthcare provider [see Warnings and Precautions (5.12)].

SSERELA

PHARMACEUTICALS INC.
645 Hembree Parkway, Suite |
Roswell, Georgia 30076
www.sebelapharma.com
Toll Free 1-844-732-3521

BRISDELLE is a registered trademark of Sebela Ireland Limited.
© 2021 Sebela Pharmaceuticals Inc. All rights reserved.
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MEDICATION GUIDE

BRISDELLE® (bris-del)

(Paroxetine)

Capsules

Read the Medication Guide thatcomes with BRISDELLE before you start taking itand each time you get a refill. There may be new
information. ThisMedication Guide does nottake the place of talking to your healthcare provider about your medical condition or
treatment. Talk with your healthcare provider ifthereis something youdo notunderstand or wantto learn more about. BRISDELLE
contains alower dose of paroxetine,amedicine also used to treat a number of psychiatric disorders. The lower dose of paroxetinein
BRISDELLE has notbeen studied in any psychiatric conditions and BRISDELLE is notapproved for any psychiatric uses.

What is the most important information | should know about BRISDELLE?
BRISDELLE may cause serious side effects.

Call your healthcare provider right away if you have any of the following symptoms, or go to the nearest emergency room:
1. Suicidal thoughts or actions:
e BRISDELLE, and related antidepressant medicines, may increase suicidal thoughtsor actions within the first few
months of treatment.
e Depression or other serious mental illnesses are the mostimportant causes of suicidal thoughts or actions.
e Watch forthese changes and call your healthcare provider right away ifyou notice:
o New orsudden changesin mood, behavior, actions, thoughts, or feelings, especially if severe.
0 Pay particular attention to such changes when BRISDELLE is started.

Keep all follow-up visits with your healthcare provider and call between visits ifyou are worried about symptoms.

Call your healthcare provider right away or go to the nearest emergency room if you have any of the following symptoms,
especially if they are new, worse, or worry you:
0 attempts to commitsuicide
acting on dangerous impulses
acting aggressive orviolent
thoughts aboutsuicide or dying
new orworse depression
new or worse anxiety or panic attacks
feeling agitated, restless, angry orirritable
trouble sleeping
an increasein activity or talking more than whatis normal for you
otherunusual changesin behavior or mood.

O 0O 0O OO0 O0OO0 0O

2. Serotonin Syndrome. This condition can be life-threatening and may include:
e agitation (nervousness), hallucinations, comaor other changes in mental status
e coordination problems or muscle twitching (small movements of the muscles that you cannotcontrol)
e racing heartbeat, high or lowblood pressure
e sweating orfever
e nausea, vomiting, ordiarrhea
e musclerigidity
e dizziness

e flushing
e tremors
e seizures
3. Reduced effectiveness of tamoxifen. Tamoxifen (a medicine used to treat breast cancer) may notwork as well if it is taken

whileyoutake BRISDELLE. If youare taking tamoxifen, tell your healthcare provider before starting BRISDELLE.

4. Abnormal bleeding. BRISDELLE may increaseyourrisk of bleeding or bruising, especiallyifyoutake the blood thinner
warfarin or non-steroidal anti-inflammatory drugs (NSAIDs) like ibuprofen, naproxen, or aspirin.

5. Visual problems.

e Eye pain
e Changesinvision
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e Swellingorrednessinoraroundthe eye
Only some peopleare at risk for these problems. You may want to undergo an eye examination to see ifyou are at risk and receive
preventative treatment if you are.

6. Low salt (sodium) levels in the blood. Elderly people may be at greater risk for this condition. Symptoms may include:
e headache
e weakness or feeling unsteady
e confusion, problems concentrating or thinking or memory problems.

7. Bone Fractures. Women who take BRISDELLE may have a higherrisk ofbone fractures. Contactyour healthcare provider if
youhave paininabone.

8. Manic episodes:
e greatlyincreased energy
e severe troublesleeping
e racingthoughts
e recklessbehavior
e unusually grand ideas
e excessive happiness or irritability
e talking more or faster than usual

9. Seizures or convulsions.

10. Restlessness. Women who take BRISDELLE may feel an innerrestlessness, agitation(nervousness), or be unable to sitstill
or stand still especially when they starttaking BRISDELLE. Call your healthcare providerifthis happens to you.

11. Driving. BRISDELLE may affect your ability to make decisions, think clearly, or reactquickly. Do notdrive, operate heavy
machinery, or do other potentiallydangerous activities until you know how BRISDELLE affects you.

12. Sexual problems (dysfunction). Taking selective serotonin reuptake inhibitors (SSRIs), including BRISDELLE, may cause
symptoms of sexual problems.
Symptoms in females may include:
e Decrease sexual drive
e Delayed or inability to have an orgasm
Talk to your healthcare provider ifyoudevelop any changes in your sexual function or ifyou have any questions or concerns
about sexual problems during treatmentwith BRISDELLE. There may be treatments your healthcare provider can suggest.

What is BRISDELLE?

BRISDELLE is a prescription medicine used to reduce moderate to severe hotflashes associated with menopause. BRISDELLE is a
selective serotoninreuptake inhibitor (SSRI). Itisnota hormone. The way BRISDELLE treats hotflashes associated with menopause
isnotknown.BRISDELLE does notpreventortreat osteoporosisordryness,itching or burning in and around the vagina.

BRISDELLE is notfor psychiatric problems such as depression, obsessive compulsive disorder, panic disorder, generalized anxiety
disorder, social anxiety disorder, and post-traumatic stress disorder.

BRISDELLE is notforuse in children.
Talk to your healthcare providerifyoudo notthink thatyour hotflashes are getting better while taking BRISDELLE.
Who should not take BRISDELLE?

Do nottake BRISDELLE ifyou:
e take aMonoamine Oxidase Inhibitor (MAOI). Ask your healthcare provider or pharmacistifyouare notsure ifyou take an
MAOI, including the antibiotic linezolid.

o0 Do nottake an MAOI within 14 days of stopping BRISDELLE unless directed to do so by your healthcare provider.

o Do notstart BRISDELLE if youstopped taking an MAOI in the last 14 days unless directed to do so by your
healthcare provider.

0 People who take BRISDELLE close in time to an MAOI may have serious or life-threatening side effects. Get
medical help right away if you have any of these symptoms:
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= high fever

= uncontrolled muscle spasms

= stiff muscles

= rapid changesin heartrate or blood pressure

= confusion

= lossofconsciousness (pass out)
take thioridazine. Do nottake thioridazine together with BRISDELLE because this can cause serious heartrhythm problems
orsudden death.
take the antipsychotic medicine pimozide. Do nottake pimozide together with BRISDELLE because this can cause serious
heart problems.
are allergic to paroxetine or any of the ingredients in BRISDELLE. See the end of this Medication Guide for a
complete list of ingredients in BRISDELLE.
are pregnant. BRISDELLE is notfor pregnantwomen. Paroxetine, the activeingredientin BRISDELLE, can harm your unbomn
baby. Risks to your unborn baby include an increased risk of birth defects, particularly heart defects. Your baby may also have
certain other serious symptoms shortly after birth.

What should I tell my healthcare provider before taking BRISDELLE?

Before starting BRISDELLE, tell your healthcare provider if you:

have liver problems

have kidney problems

have or had seizures or convulsions
have bipolar disorder or mania

have low sodium levelsin your blood
have or had bleeding problems

have glaucoma (high pressurein the eye)
have any other medical conditions

are breastfeeding or plan to breastfeed. BRISDELLE passes into breast milk. Talk to your healthcare provider before taking
BRISDELLE if you are breast-feeding.

Tell your healthcare provider about all the medicines that you take, including prescription and over-the-counter medicines,
vitamins, and herbal supplements. BRISDELLE and some medicines may interactwith each other, may notwork as well, or may cause
serious side effects when taken together.

If you take BRISDELLE, youshould nottake any other medicines thatcontain paroxetine, including Paxil, Paxil CR
and Pexeva.

Especially tell your healthcare provider if you take:

triptans used to treat migraine headache

medicines used to treat mood, anxiety, psychotic orthoughtdisorders, including MAOIs, SSRIs, tricyclics, lithium, buspirone,
or antipsychotics

tramadol, fentanyl or over-the-counter supplements such as tryptophan or St. John’s Wort
amphetamines

thioridazine

pimozide

tamoxifen

atomoxetine

cimetidine

digoxin

theophylline

medicines to treat irregular heartrate (like propafenone, flecainide, and encainide)
medicines used to treat schizophrenia

certain medicines used to treat HIV infection

the blood thinner warfarin

nonsteroidal anti-inflammatory drugs (NSAIDs) (like ibuprofen, naproxen, or aspirin)
certain medicines used to treat seizures (like phenobarbital and phenytoin)

other drugs containing paroxetine, the medicine in BRISDELLE.

Ask your healthcare provider ifyouare notsureif you are taking any ofthese medications.
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Your healthcare provider or pharmacist can tell youifit is safe to take BRISDELLE with your other medicines. Do notstartor stop any
medicine while taking BRISDELLE withouttalking to your healthcare provider first.

How should | take BRISDELLE?
e Take BRISDELLE exactly as your healthcare provider tells you to take it.
e Take BRISDELLE 1 time each day at bedtime.
e BRISDELLE may be taken with or withoutfood.
e Ifyoumissadoseof BRISDELLE, take the missed doseas soon as youremember. If itis almosttime for the next dose, skip
the missed dose and take your next dose at the regulartime. Do nottake two doses of BRISDELLE at the same time.

e Ifyoutake too much BRISDELLE, callyourhealthcare provider or poisoncontrolcenter rightaway, or go to the nearest
emergency roomrightaway.

What should | avoid while taking BRISDELLE?
e BRISDELLE can cause sleepiness or may affect your ability to make decisions, think clearly, or react quickly. Youshould not
drive, operate heavy machinery, ordo other dangerous activities until you know how BRISDELLE affects you.

What are the possible side effects of BRISDELLE?

BRISDELLE may cause serious side effects, including:
e See “Whatis the mostimportantinformation I should know about BRISDELLE?”

The mostcommon side effects of BRISDELLE include:
e headache

e tiredness
e nauseaand vomiting

Tell your healthcare provider ifyou have any side effect that bothers youordoes notgo away. These are notall the possible side
effects of BRISDELLE. For more information, ask your healthcare provider or pharmacist.

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

How should | store BRISDELLE?
e Store BRISDELLE at roomtemperature between 68°F to 77°F (20°C to 25°C).
e Keep BRISDELLE out of thelight.
e Keep BRISDELLE dry.
o Keep BRISDELLE and all medicines out of the reach of children.

General information about the safe and effective use of BRISDELLE.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do notuse BRISDELLE for a condition
forwhich itwas notprescribed. Do notgive BRISDELLE to other people, even ifthey have the same condition. Itmay harmthem.

This Medication Guide summarizes the mostimportantinformation about BRISDELLE. If youwould like moreinformation, talk with your
healthcare provider. Youmay ask your healthcare provider or pharmacistfor information about BRISDELLE that is written for
healthcare professionals. For more information about BRISDELLE call 1-888-246-1207 or go to www.BRISDELLE.com.

What are the ingredients in BRISDELLE?

Active ingredient: paroxetine

Inactive ingredients: dibasic calcium phosphate, sodium starch glycolate, magnesium stearate, gelatin, titanium dioxide, FD&C Yellow
#6, FD&C Red #3, FD&C Red #40, shellac and black iron oxide.

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

Distributed by:

2EBELA

PHARMACFUTICALS INC-
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645 Hembree Parkway, Suite |
Roswell, Georgia 30076
www.sebelapharma.com

Toll Free 1-844-732-3521.

BRISDELLE is a registered trademark of Sebela Ireland Limited.
© 2021 Sebela Pharmaceuticals Inc. All rights reserved.
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