HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ZURZUVAEP® (zuranolone) capsules, for oral use, CIV
Initial U.S. Approval: 2023

WARNING: IMPAIRED ABILITY TO DRIVE OR ENGAGE IN
OTHER POTENTIALLY HAZARDOUS ACTIVITIES

See full prescribing information for complete boxed warning.

ZURZUVAE causes driving impairment due to central nervous system
(CNS) depressant effects. Advise patients not to drive or engage in other
potentially hazardous activities until at least 12 hours after
administration. Patients may not be able to assess their own driving
competence or the degree of impairment caused by ZURZUVAE (5.1,
5.2).

————INDICATIONS AND USAGE
ZURZUVAE is a neuroactive steroid gamma-aminobutyric acid (GABA) A
receptor positive modulator indicated for the treatment of postpartum
depression (PPD) in adults. (1)

DOSAGE AND ADMINISTRATION

e Administer with fat-containing food. (2.1)

e Recommended dosage is 50 mg orally once daily in the evening for 14
days. (2.1)

e Dosage may be reduced to 40 mg once daily if CNS depressant effects
occur. (2.1)

e ZURZUVAE can be used alone or as an adjunct to oral antidepressant
therapy. (2.1)

o Severe Hepatic Impairment: Recommended dosage is 30 mg orally once
daily in the evening for 14 days. (2.3, 8.6)

o Moderate or Severe Renal Impairment: Recommended dosage is 30 mg
orally once daily in the evening for 14 days. (2.4, 8.7)

DOSAGE FORMS AND STRENGTHS
Capsules: 20 mg, 25 mg, and 30 mg. (3)

CONTRAINDICATIONS
None. (4)

———WARNINGS AND PRECAUTIONS

e CNS Depressant Effects: ZURZUVAE can cause CNS depressant effects
such as somnolence and confusion. If patients develop CNS depression,
consider dosage reduction or discontinuation of ZURZUVAE. (5.2)

o Suicidal Thoughts and Behavior: Consider changing the therapeutic
regimen, including discontinuing ZURZUVAE, in patients whose PPD
worsens, or who experience emergent suicidal thoughts and behaviors.
(53)

o Embryo-fetal Toxicity: May cause fetal harm. Advise a pregnant woman of
the potential risk to an infant exposed to ZURZUVAE in utero. Advise
females of reproductive potential of the potential risk to a fetus and to use
effective contraception during ZURZUVAE treatment and for one week
after the final dose. (5.4, 8.1, 8.2, 8.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >5% and greater than placebo)
were somnolence, dizziness, diarrhea, fatigue, nasopharyngitis, and urinary
tract infection. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Biogen at
1-844-987-9882 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e CNS Depressants: Concomitant use may increase impairment of
psychomotor performance or CNS depressant effects. If use with another
CNS depressant is unavoidable, consider dosage reduction. (7)

o Strong CYP3A4 Inhibitors: Concomitant use may increase the risk of
ZURZUVAE-associated adverse reactions. Reduce the ZURZUVAE
dosage to 30 mg orally once daily in the evening for 14 days when used
concomitantly with a strong CYP3A4 inhibitor. (2.2, 7)

e CYP344 Inducers: Concomitant use may decrease the efficacy of
ZURZUVAE. Avoid concomitant use. (2.2, 7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised 04/2026

FULL PRESCRIBING INFORMATION: CONTENTS

WARNING: IMPAIRED ABILITY TO DRIVE OR ENGAGE IN
OTHER POTENTIALLY HAZARDOUS ACTIVITIES

1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage
2.2 Dosage Modifications for Concomitant Use with CYP3A4
Inhibitors or CYP3A4 Inducers
2.3 Recommended Dosage for Patients with Hepatic Impairment
2.4 Recommended Dosage for Patients with Renal Impairment
2.5 Recommendations Regarding a Missed Dose
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Impaired Ability to Drive or Engage in Other Potentially
Hazardous Activities
5.2 Central Nervous System Depressant Effects
5.3 Suicidal Thoughts and Behavior
5.4 Embryo-fetal Toxicity
6 ADVERSE REACTIONS
6.1 Clinical Trial Experience
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation

(7 B "N

8.3 Females and Males of Reproductive Potential
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Hepatic Impairment
8.7 Renal Impairment
9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology
14 CLINICAL STUDIES
14.1 Postpartum Depression
14.2 Effects on Driving
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

Reference ID: 5784068


http://www.fda.gov/medwatch
http://www.fda.gov/medwatch

FULL PRESCRIBING INFORMATION

WARNING: IMPAIRED ABILITY TO DRIVE OR ENGAGE IN OTHER
POTENTIALLY HAZARDOUS ACTIVITIES

ZURZUVAE causes driving impairment due to central nervous system (CNS)
depressant effects [see Warnings and Precautions (5.1, 5.2)].

Advise patients not to drive or engage in other potentially hazardous activities until
at least 12 hours after ZURZUVAE administration for the duration of the 14-day
treatment course. Inform patients that they may not be able to assess their own
driving competence, or the degree of driving impairment caused by ZURZUVAE
[see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
ZURZUVAE is indicated for the treatment of postpartum depression (PPD) in adults.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage of ZURZUVAE is 50 mg taken orally once daily in the evening for

14 days. Administer ZURZUVAE with fat-containing food (e.g., 400 to 1,000 calories, 25% to
50% fat) [see Clinical Pharmacology (12.3)]. If patients experience CNS depressant effects
within the 14-day period, consider reducing the dosage to 40 mg once daily in the evening within
the 14-day period.

ZURZUVAE can be used alone or as an adjunct to oral antidepressant therapy.

The safety and effectiveness of ZURZUVAE use beyond 14 days in a single treatment course
have not been established.

2.2 Dosage Modifications for Concomitant Use with CYP3A4 Inducers or
CYP3A4 Inhibitors

CYP3A4 Inducers

Avoid concomitant use of ZURZUVAE with CYP3A4 inducers [see Drug Interactions (7) and
Clinical Pharmacology (12.3)].

CYP3A4 Inhibitors

Reduce the ZURZUVAE dosage to 30 mg orally once daily in the evening for 14 days when
used concomitantly with a strong CYP3A4 inhibitor [see Drug Interactions (7) and Clinical
Pharmacology (12.3)]. No dosage modification is recommended when ZURZUVAE is
concomitantly used with a moderate CYP3A4 inhibitor.
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2.3 Recommended Dosage in Patients with Hepatic Impairment

The recommended dosage of ZURZUVAE in patients with severe hepatic impairment
(Child-Pugh C) is 30 mg orally once daily in the evening for 14 days /see Use in Specific
Populations (8.6) and Clinical Pharmacology (12.3)]. The recommended dosage in patients with
mild (Child-Pugh A) or moderate (Child-Pugh B) hepatic impairment is the same as those in
patients with normal hepatic function.

2.4 Recommended Dosage in Patients with Renal Impairment

The recommended dosage of ZURZUVAE in patients with moderate or severe renal impairment
(eGFR <60 mL/min/1.73m?) is 30 mg orally once daily in the evening for 14 days /see Use in
Specific Populations (8.7) and Clinical Pharmacology (12.3)].

The recommended dosage in patients with mild renal impairment (eGFR 60 to
89 mL/min/1.73m?) is the same as those in patients with normal renal function.

2.5 Recommendations Regarding a Missed Dose

If a ZURZUVAE evening dose is missed, take the next dose at the regular time the following
evening. Do not take extra capsules on the same day to make up for the missed dose. Continue
taking ZURZUVAE once daily until the remainder of the 14-day treatment course is completed.

3 DOSAGE FORMS AND STRENGTHS
Capsules:

e 20 mg: light-orange cap, ivory to light-yellow body, printed with “S-217 20mg” on body
of capsule in black

e 25 mg: light-orange cap, light-orange body, printed with “S-217 25mg” on body of
capsule in black

e 30 mg: orange cap, light-orange body, printed with “S-217 30mg” on body of capsule in
black

4 CONTRAINDICATIONS

5 WARNINGS AND PRECAUTIONS

5.1 Impaired Ability to Drive or Engage in Other Potentially Hazardous
Activities

ZURZUVAE causes driving impairment due to central nervous system (CNS) depressant effects
[see Warnings and Precautions (5.2)]. In two driving simulation studies, the driving ability of
healthy adults was impaired in a dose-dependent manner following repeat nighttime
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administration of 30 mg of ZURZUVAE (0.6 times the recommended dose) for 5 days as well as
50 mg of ZURZUVAE (recommended dose) for 7 days /see Clinical Studies (14.2)].

Advise patients not to drive a motor vehicle or engage in other potentially hazardous activities
requiring complete mental alertness, such as operating machinery, until at least 12 hours after
ZURZUVAE administration for the duration of the 14-day treatment course. Inform patients that
they may not be able to assess their own driving competence or the degree of driving impairment
caused by ZURZUVAE.

5.2  Central Nervous System Depressant Effects

ZURZUVAE can cause CNS depressant effects such as somnolence and confusion.

In Study 1, 36% of patients who received 50 mg of ZURZUVAE and 6% of patients who
received placebo daily developed somnolence. In Study 2, 19% of patients who received another
zuranolone capsule formulation (approximately equivalent to 40 mg of ZURZUVAE) and 11%
of patients who received placebo daily developed somnolence [see Clinical Studies (14)]. In
each clinical study, some ZURZUVAE-treated patients developed confusional state. One of
these cases was severe, and was also associated with somnolence, dizziness, and gait
disturbance. A higher percentage of ZURZUV AE-treated patients, compared to placebo-treated
patients, experienced somnolence, dizziness, or confusion that required dosage reduction,
interruption, or discontinuation [see Adverse Reactions (6.1)].

Because ZURZUVAE can cause CNS depressant effects, patients may be at higher risk of falls.

Other CNS depressants such as alcohol, benzodiazepines, opioids, tricyclic antidepressants, or
drugs that increase zuranolone concentration, may increase impairment of psychomotor
performance or CNS depressant effects such as somnolence, cognitive impairment, and the risk
of respiratory depression in ZURZUV AE-treated patients [see Drug Interactions (7)].

To reduce the risk of CNS depressant effects and/or mitigate CNS depressant effects that occur
with ZURZUVAE treatment:

e [f patients develop CNS depressant effects, consider dosage reduction or discontinuation
of ZURZUVAE [see Dosage and Administration (2.1)].

e Ifuse with another CNS depressant is unavoidable, consider dosage reduction [see Drug
Interactions (7)].

e Reduce the ZURZUVAE dosage in patients taking strong CYP3A4 inhibitors /see
Dosage and Administration (2.2)].

5.3 Suicidal Thoughts and Behavior

In pooled analyses of placebo-controlled trials of chronically administered antidepressant drugs
(SSRIs and other antidepressant classes) that included approximately 77,000 adult patients and
4,500 pediatric patients, the incidence of suicidal thoughts and behaviors in
antidepressant-treated patients 24 years of age and younger was greater than in placebo-treated
patients. There was considerable variation in risk of suicidal thoughts and behaviors among
drugs, but there was an increased risk identified in young patients for most drugs studied. There
were differences in absolute risk of suicidal thoughts and behaviors across the different
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indications, with the highest incidence in patients with major depressive disorder (MDD). The
drug-placebo differences in the number of cases of suicidal thoughts and behaviors per 1,000
patients treated are provided in Table 1.

Table 1. Risk Differences of the Number of Patients with Suicidal Thoughts or Behaviors in
the Pooled Placebo-Controlled Trials of Antidepressants in Pediatric” and Adult
Patients

Age Range (years) | Drug-Placebo Difference in Number of Patients with Suicidal
Thoughts or Behaviors per 1,000 Patients Treated

Increases Compared to Placebo

<18 14 additional patients

18-24 5 additional patients

Decreases Compared to Placebo

25-64 1 fewer patient
*ZURZUVAE is not approved in pediatric patients.

ZURZUVAE does not directly affect monoaminergic systems. Consider changing the therapeutic
regimen, including discontinuing ZURZUVAE, in patients whose depression becomes worse or
who experience emergent suicidal thoughts and behaviors.

5.4 Embryo-fetal Toxicity

Based on findings from animal studies, ZURZUVAE may cause fetal harm when administered to
a pregnant woman. In rodent studies following exposure during gestation or throughout gestation
and lactation, adverse effects on development (fetal malformations, embryofetal and offspring
mortality, growth deficits) were observed. In addition, neuronal death was observed in rats
exposed to zuranolone during a period of brain development that in humans begins during the
third trimester of pregnancy and continues during the first few years after birth /see Use in
Specific Populations (8.1, 8.2)].

Advise a pregnant woman of the potential risk to an infant exposed to ZURZUVAE in utero.
Advise females of reproductive potential to use effective contraception during treatment with
ZURZUVAE and for 1 week after the final dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the labeling:

e Impaired Ability to Drive or Engage in Other Potentially Hazardous Activities /see
Warnings and Precautions (5.1)]

e (Central Nervous System Depressant Effects [see Warnings and Precautions (5.2)]

e Suicidal Thoughts and Behavior /see Warnings and Precautions (5.3)]
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6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

The safety of ZURZUVAE for the treatment of postpartum depression (PPD) was evaluated in
two placebo-controlled clinical studies in 347 women with PPD treated with 50 mg of
ZURZUVAE (Study 1), or with another zuranolone capsule formulation approximately
equivalent to 40 mg of ZURZUVAE (Study 2) once daily for 14 days [see Clinical Studies
(14.1)]. The studies included adult patients 18 to 44 years of age diagnosed with PPD.

Across PPD clinical studies at all doses studied (Studies 1 and 2), serious adverse reactions
included confusional state (1%) [see Clinical Studies (14.1)].

In Study 1, the incidence of adverse reactions that led to discontinuation in patients treated with
50 mg of ZURZUVAE and placebo was 2% and 1%, respectively. The most common adverse
reaction leading to treatment discontinuation in ZURZUV AE-treated patients was somnolence.

Dosage reduction due to an adverse reaction occurred in 16% of ZURZUV AE-treated patients.
The most common adverse reactions leading to dosage reduction in ZURZUV AE-treated
patients were somnolence (10%) and dizziness (6%).

The most common adverse reactions (>5% and greater than placebo) in ZURZUV AE-treated
patients were somnolence, dizziness, diarrhea, fatigue, and urinary tract infection.

Table 2 summarizes the adverse reactions that occurred in >2% of patients with PPD treated with
50 mg of ZURZUVAE and at a higher incidence than in patients who received placebo in
Study 1.

Table 2. Adverse Reactions that Occurred in >2% of Patients with PPD Treated with
50 mg of ZURZUVAE and Greater than in Patients Treated with
Placebo (Study 1)

Adverse Reaction Placebo 50 mg of ZURZUVAE
(N=98) (N=98)
(%) (%)
Somnolence! 6 36
Dizziness? 9 13
Diarrhea 2 6
Fatigue® 2 5
Urinary tract infection 4 5
Memory impairment 0 3
Abdominal pain* 0 3
Tremor 0 2
Hypoesthesia 0 2
Muscle twitching 0 2
Myalgia 0 2
COVID-19 0 2
Anxiety 1 2
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Adverse Reaction Placebo 50 mg of ZURZUVAE
(N=98) (N=98)
(%) (%)
Rash 1 2

!'Somnolence includes sedation and hypersomnia
2 Dizziness includes vertigo

3 Fatigue includes asthenia

4 Abdominal pain includes upper abdominal pain

In Study 2, the incidence of adverse reactions that led to discontinuation in patients who received
another zuranolone capsule formulation (approximately equivalent to 40 mg of ZURZUVAE)
and placebo was 1% and 0%, respectively. The adverse reaction that led to treatment
discontinuation was somnolence.

Dosage reduction due to an adverse reaction occurred in 4% of zuranolone-treated patients. The
adverse reactions that led to dosage reduction were somnolence and confusional state.

The most common (>5% and greater than placebo) adverse reactions in zuranolone-treated
patients were somnolence, nasopharyngitis, dizziness, fatigue, and diarrhea.

Table 3 summarizes the adverse reactions that occurred in >2% of zuranolone-treated patients
with PPD and at a higher incidence than in placebo-treated patients in Study 2.

Table 3. Adverse Reactions that Occurred in >2% of Patients with PPD Treated with
Another Zuranolone Capsule Formulation® and Greater than in Patients Treated

with Placebo (Study 2)
Another Zuranolone
Adverse Reaction 1211\?232;) Capsule(lsil’;r;ulatlon
(%) (%)
Somnolence! 11 19
Nasopharyngitis? 3 9
Dizziness 6 8
Fatigue® 1 5
Diarrhea 3 5
Dry mouth 0 4
Sinus congestion 0 3
Toothache 0 3

! Somnolence includes sedation

2 Nasopharyngitis includes upper respiratory tract infection

3 Fatigue includes lethargy

* This capsule formulation of zuranolone is approximately equivalent to 40 mg of ZURZUVAE.
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7 DRUG INTERACTIONS
Table 4 displays clinically important drug interactions with ZURZUVAE.
Table 4. Clinically Important Drug Interactions with ZURZUVAE

CNS Depressant Drugs and Alcohol

Clinical Impact | Due to additive pharmacological effects, the concomitant use of CNS
depressant drugs, including alcohol, may increase impairment of
psychomotor performance or CNS depressant effects.

Management If use with another CNS depressant is unavoidable, consider dosage
reduction. Caution should be used when ZURZUVAE is administered in
combination with other CNS drugs or alcohol /see Warnings and
Precautions (5.2)].

Strong CYP3A4 Inhibitors

Clinical Impact | Concomitant use of ZURZUVAE with a strong CYP3A4 inhibitor
increases the exposure of zuranolone [see Clinical Pharmacology (12.3)],
which may increase the risk of ZURZUVAE-associated adverse reactions.

Management Reduce the ZURZUVAE dosage when used with a strong CYP3A4
inhibitor [see Dosage and Administration (2.3)].

CYP3A4 Inducers

Clinical Impact | Concomitant use of ZURZUVAE with a CYP3A4 inducer decreases the
exposure of zuranolone [see Clinical Pharmacology (12.3)], which may
reduce the efficacy of ZURZUVAE.

Management Avoid concomitant use of ZURZUVAE with CYP3A4 inducers /see
Dosage and Administration (2.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
antidepressants, including ZURZUV AE, during pregnancy. Healthcare providers are encouraged
to register patients by calling the National Pregnancy Registry for Antidepressants at
1-844-405-6185 or visiting online at
https://womensmentalhealth.org/research/pregnancyregistry/antidepressants/

Risk Summary

Based on findings from animal studies, ZURZUVAE may cause fetal harm. Advise pregnant
women of the potential risk to a fetus. Available data on ZURZUVAE use in pregnant women
from the clinical development program are insufficient to evaluate for a drug-associated risk of
major birth defects, miscarriage, or adverse maternal or fetal outcomes.

In animals, oral administration of zuranolone to pregnant rats during organogenesis resulted in
developmental toxicity, including embryofetal death and fetal malformations, with a no observed
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adverse effect level (NOAEL) associated with maternal plasma exposures 7 times greater than in
humans at the maximum recommended human dose (MRHD) of 50 mg. Oral administration of
zuranolone to pregnant mice resulted in developmental toxicity, including decreased fetal body
weight, reduced skeletal ossification, and fetal malformations with a NOAEL associated with a
maternal plasma exposure similar to that in humans at the MRHD. Oral administration of
zuranolone to rats during pregnancy and lactation resulted in developmental toxicity in the
offspring, including, perinatal mortality, at maternal exposures similar to that in humans at the
MRHD. Developmental toxicity was observed at doses that were also maternally toxic. Neuronal
death was observed in rats exposed to zuranolone during a period of brain development that

begins during the third trimester of pregnancy in humans and continues up to a few years after
birth.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectively.

Data
Animal Data

Oral administration of zuranolone (0, 2.5, 7.5, or 22.5 mg/kg/day) to pregnant rats during
organogenesis resulted in increased incidences of fetal malformations, reductions in embryofetal
survival, and reduced fetal body weights as well as maternal mortality and sedation at the highest
dose. The no effect dose (7.5 mg/kg/day) for adverse effects on embryofetal development was
associated with maternal exposures (AUC) approximately 7 times that in humans at the MRHD
of 50 mg.

Oral administration of zuranolone (0, 30, 100, or 300 mg/kg/day) to pregnant mice during
organogenesis resulted in maternal dose-dependent sedation which was severe at 300 mg/kg/day.
Adverse reduced body weight in the pregnant dams occurred at 300 mg/kg/day, which was
associated with incomplete or no skeletal ossification in the pups. There was an increased
incidence of malformations (e.g., cleft palate) at 100 mg/kg/day (4 times the AUC exposure at
the MRHD). The NOAEL for embryofetal development was 30 mg/kg/day with maternal
exposures (AUC) approximately 1.5 times that in humans at the MRHD.

Oral administration of zuranolone (0, 1, 4, or 10 mg/kg/day) to rats throughout pregnancy and
into lactation resulted in increased perinatal mortality and persistent bodyweight reductions in
the offspring at the mid and high doses, which also produced maternal mortality and adverse
clinical signs. The no-effect dose (1 mg/kg/day) for adverse effects on pre- and postnatal
development in rats was associated with maternal exposures (AUC) approximately 2 times that
in the humans at the MRHD.

Oral administration of a single dose of zuranolone (0, 2.5, or 7.5 mg/kg) to rats on postnatal

Day 7 resulted in increased apoptotic neurodegeneration in the brain at the highest dose tested.
The no-effect dose (2.5 mg/kg) was associated with plasma exposures (AUC) comparable to that
in humans at the MRHD. Brain development on PND 7 in rats corresponds to a period of brain
development that begins during the third trimester of pregnancy in humans and continue up to a
few years after birth.
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8.2 Lactation

Risk Summary

Available data from a clinical lactation study in 14 women indicate that zuranolone is present in
low levels in human milk (see Data). There are no data on the effects of zuranolone on a
breastfed infant and limited data on the effects on milk production.

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for ZURZUVAE and any potential adverse effects on the breastfed child
from ZURZUVAE or from the underlying maternal condition.

Data

A steady-state milk study was conducted in 14 healthy lactating women treated with daily oral
administration of 30 mg of ZURZUVAE for 5 days. At steady state (Day 5), the calculated
maximum relative infant dose for ZURZUVAE was <1%. The daily infant dose was low
(approximately 0.0013 mg/kg/day), reflecting a mean relative infant dose of 0.357% compared to
the maternal dose. Concentrations of ZURZUVAE in breastmilk were below the level of
quantification limit (BQL) by 4 to 6 days after the last dose.

8.3 Females and Males of Reproductive Potential

Based on animal studies, ZURZUVAE may cause embryo-fetal harm when administered to a
pregnant woman [see Warnings and Precautions (5.4) and Use in Specific Populations (8.1)].

Contraception

Advise female patients of reproductive potential to use effective contraception during treatment
with ZURZUVAE and for 1 week after the final dose.

8.4 Pediatric Use

The safety and effectiveness of ZURZUVAE in pediatric patients have not been established.

8.5 Geriatric Use

PPD is a condition associated with pregnancy; there is no geriatric experience with ZURZUVAE
in patients with PPD.

8.6 Hepatic Impairment

Exposure to zuranolone was increased in patients with severe hepatic impairment. The
recommended ZURZUVAE dosage in patients with severe hepatic impairment (Child-Pugh C) is
lower than patients with normal hepatic function [see Dosage and Administration (2.3) and
Clinical Pharmacology (12.3)].

The recommended ZURZUVAE dosage in patients with mild or moderate hepatic impairment
(Child-Pugh A or Child-Pugh B) is the same as those with normal hepatic function [see Clinical
Pharmacology (12.3)].
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8.7 Renal Impairment

Exposure to zuranolone was increased in patients with moderate (¢GFR 30 to
59 mL/min/1.73m?) and severe (¢GFR 15 to 29 mL/min/1.73m?) renal impairment /see Clinical
Pharmacology (12.3)].

The recommended ZURZUVAE dosage in patients with moderate and severe renal impairment
is lower than those with normal renal function [see Dosage and Administration (2.4)]. The
recommended dosage in patients with mild renal impairment (eGFR 60 to 89 mL/min/1.73m?) is
the same as those in patients with normal renal function. ZURZUVAE has not been studied in
patients with eGFR of <15 mL/min/1.73m? or patients requiring dialysis.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
ZURZUVAE contains zuranolone, a Schedule IV controlled substance.

9.2 Abuse

Zuranolone has abuse potential with associated risks of misuse, abuse, and substance use
disorder including addiction. Abuse is the intentional non-therapeutic use of a drug, even once,
for its desired psychological or physiological effects. Misuse is the intentional use, for
therapeutic purposes, of a drug by an individual in a way other than prescribed by a health care
provider or for whom it was not prescribed. Drug addiction is a cluster of behavioral, cognitive,
and physiological phenomena that may include a strong desire to take the drug, difficulties in
controlling drug use (e.g., continuing drug use despite harmful consequences, giving a higher
priority to drug use than other activities and obligations), and possible tolerance or physical
dependence. Individuals with a history of drug abuse or substance use disorders may be at a
greater risk of these outcomes with ZURZUVAE.

In a human abuse potential study, single oral doses of 30 mg, 60 mg, and 90 mg of ZURZUVAE
(0.6 times, 1.2 times, and 1.8 times the recommended daily dose, respectively) were compared to
single oral doses of alprazolam (1.5 mg and 3 mg) and placebo in healthy, nondependent
individuals with a history of recreational CNS depressant use. The study demonstrated that
ZURZUV AE has dose-dependent abuse potential comparable to alprazolam and greater abuse
potential than placebo on positive subjective measures of “drug liking,” “overall drug liking,”
“take drug again,” “high,” and “good drug effects.” In the human abuse potential study,
dose-dependent, abuse-related adverse reactions, including euphoric mood, feeling drunk, and
somnolence, were reported with ZURZUVAE use.

9.3 Dependence

ZURZUV AE may produce physical dependence. Physical dependence is a state that develops as
a result of physiological adaptation in response to repeated drug use, manifested by withdrawal
signs and symptoms after abrupt discontinuation or a significant dose reduction of a drug.

Adverse reactions reported upon discontinuation of zuranolone in healthy subjects who received
50 mg of zuranolone for 6 to 7 days (on the 7™ Day subjects received 50 mg or 100 mg)
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included: insomnia, palpitations, decreased appetite, nightmare, nausea, hyperhidrosis, and
paranoia. These adverse reactions indicate a potential for physical dependence with zuranolone.
These adverse reactions were mild-to-moderate in severity.

The risk for developing physical dependence and a subsequent withdrawal syndrome upon
abrupt ZURZUVAE discontinuation for individuals who take a higher than recommended
dosage and/or use ZURZUVAE for a longer duration than recommended /[see Dosage and
Administration (2.1)] has not been evaluated in clinical studies. However, convulsions were
observed in a dog upon abrupt zuranolone discontinuation after dogs were administered
zuranolone for 14 days at doses that produced exposures higher than the maximum
recommended human dose [see Nonclinical Toxicology (13.2)].

10 OVERDOSAGE

There was a case of intentional overdose with ZURZUVAE reported during premarketing
clinical trials. The patient took 330 mg (6.5 times the maximum recommended dose) of
ZURZUVAE and was reported to be in an altered state of consciousness. The event resolved the
next day, following treatment with intravenous fluids.

Overdosage with ZURZUVAE may result in excessive CNS depressant effects such as
somnolence and disturbance in consciousness. There is no specific antidote for ZURZUVAE
overdosage.

Consider contacting the Poison Help Line (1-800-222-1222) or a medical toxicologist for
additional overdosage management recommendations.

11  DESCRIPTION

ZURZUVAE contains zuranolone, a neuroactive steroid gamma-aminobutyric acid (GABA) A
receptor positive modulator. The chemical name is 1-[(3a, 5p)-3-hydroxy-3-methyl-20- oxo0-19-
norpregnan-21-yl]-1H-pyrazole-4-carbonitrile and it has the following chemical structure:

H,C

The molecular formula of zuranolone is C25sH35N302 and the relative molecular mass is
409.57 Da.
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Zuranolone is a white to off-white, non-hygroscopic, crystalline solid. It is sparingly soluble in
ethyl acetate, methanol, and ethanol; slightly soluble in methyl zert-butyl ether and isopropanol;
soluble in tetrahydrofuran and acetone; and practically insoluble in water and n-heptane.

ZURZUVAE is available in 20 mg, 25 mg, and 30 mg capsules for oral administration. Each
capsule contains zuranolone as the active ingredient and the following inactive ingredients:
colloidal silicon dioxide, croscarmellose sodium, mannitol, microcrystalline cellulose, and
sodium stearyl fumarate. The capsule shells contain gelatin, red iron oxide, titanium dioxide, and
yellow iron oxide, and are imprinted with black ink (containing ammonium hydroxide, black
iron oxide, propylene glycol, and shellac glaze).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of zuranolone in the treatment of PPD is not fully understood but is
thought to be related to its positive allosteric modulation of GABAA receptors.

12.2 Pharmacodynamics

Cardiac Electrophysiology

At 2 times the maximum recommended dose, ZURZUVAE does not cause clinically significant
QTec interval prolongation.

Psychomotor Performance with Alcohol or Alprazolam

Co-administration of repeated 50 mg daily doses of ZURZUVAE with alcohol or alprazolam led
to impairment in psychomotor performance /see Warnings and Precautions (5.2), and Drug
Interactions (7)].

12.3 PharmacoKkinetics

Zuranolone exposure (Cmax and AUC) increased approximately dose proportionally with doses
ranging from 30 mg to 60 mg (1.2 times of the recommended dosage of ZURZUVAE) with a
moderate-fat meal (700 calories; 30% fat). Once-daily administration of ZURZUVAE resulted in
accumulation of approximately 1.5-fold in systemic exposures and steady state was achieved in
3 to 5 days.

Absorption

Following oral administration, peak zuranolone concentrations occur at 5 to 6 hours (Tmax).
The absolute bioavailability of ZURZUVAE was not evaluated.

Effect of Food

Following administration of 30 mg of ZURZUVAE to healthy subjects, the Cmax increased by
approximately 3.5-fold and the AUC.st increased by approximately 1.8-fold with a low-fat meal
(400 to 500 calories, 25% fat) compared to fasted conditions. The Cmax increased by
approximately 4.3-fold and the AUCl.s increased by approximately 2-fold with a high-fat meal
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(800 to 1,000 calories, 50% fat) compared to fasted conditions. The Tmax Was not impacted by
food.

Distribution

The volume of distribution of zuranolone following oral administration is greater than 500 L.
The mean blood-to-plasma concentration ratio ranged from 0.54 to 0.58. Plasma protein binding
is greater than 99.5%.

Elimination

The terminal half-life of zuranolone is approximately 19.7 to 24.6 hours in an adult population.
The mean apparent clearance (CL/F) of zuranolone is 33 L/h.

Metabolism

Zuranolone undergoes extensive metabolism, with CYP3A4 identified as a primary enzyme
involved. There were no circulating human metabolites greater than 10% of total drug-related
materials and none are considered to contribute to the therapeutic effects of zuranolone.

Excretion

Following oral administration of radiolabeled zuranolone, 45% of the dose was recovered in
urine as metabolites with negligible unchanged zuranolone and 41% in feces as metabolites with
less than 2% as unchanged zuranolone.

Specific Populations

Male and Female, Racial or Ethnic Groups, and Age

No clinically meaningful differences in pharmacokinetics of zuranolone were observed based on
age (18-81 years), sex, or race. Exposures of zuranolone in specific populations are summarized
in Figure 1 [see Dosage and Administration (2.4, 2.5)].

Patients with Renal Impairment and Patients with Hepatic Impairment

Exposures of zuranolone in patients with renal impairment and patients with hepatic impairment
are summarized in Figure 1 [see Dosage and Administration (2.4, 2.5) and Use in Specific
Populations (8.6, 8.7)].
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Figure 1. Effect of Specific Populations on the Pharmacokinetics of Zuranolone

Population GMR and 90% CI
Description PK
Age:
>=65 years Cmax s 1.27 (1.10.1.48)
AUC e 1.32 (1.12.,1.55)
Sex:
Females Cmax —8— 0.88 (0.76 ,1.02)
AUC —a— 0.92 (0.79.1.08)
Hepatic Impairment:
Mild Cmax [ & { 0.97 (0.74 .1.28)
AUC | - | 0.85 (0.58.1.25)
Moderate Cmax b 0.90 (0.69.1.18)
AUC } - | 0.98 (0.63.1.52)
Severe Cmax f——a— 0.71 (0.58.0.88)
AUC | - | 1.54 (1.07.2.22)
Renal Impairment:
Mild Cmax | 8 i 1.24 (0.90.1.71)
AUC I - { 1.30 (0.88.1.91)
Moderate Cmax | 3 | 0.92 (0.52.1.61)
AUC I = | 1.49 (0.97 ,2.30)
Severe Cmax I a { 1.03 (0.74 ,1.43)
AUC I = { 1.40 (0.92.2.12)
I T T T 1
05 10 15 20 25

Change Relative to Reference

AUC = area under the concentration-time curve; CI = confidence interval; C,x = maximum observed concentration;
GMR = geometric mean ratio. The bar represents the 90% CI. The symbol is the GMR. Data shown for elderly
participants (>65 years of age) are relative to younger participants (18 to 45 years of age). Data shown for female
participants are relative to male participants. Data shown for hepatic impairment are relative to participants with
normal hepatic function. Data shown for renal impairment are relative to participants with normal renal function.

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches

The effect of co-administered drugs on the pharmacokinetics of zuranolone is summarized in
Figure 2 [see Dosage and Administration (2.3) and Drug Interactions (7)].

CNS Depressant Drugs and Alcohol

Concomitant administration of alprazolam or ethanol did not alter the pharmacokinetics of
zuranolone as summarized in Figure 2.

ZURZUVAE did not affect the pharmacokinetics of alprazolam or ethanol.
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Figure 2. Effect of Co-Administered Drugs on the Pharmacokinetics of Zuranolone

Interacting Compound PK GMR and 90% CI
Cytochrome P450 3A Inducer:
Rifampin Cmax e 0.31 (0.27.0.37)
AUC - 0.15 (0.13.0.17)
Cytochrome P450 3A Inhibitor:
Itraconazole Cmax —a— 1.25 (1.13.1.39)
AUC —a— 1.62 (1.54 ,1.70)

CNS Active Agents:

Alprazolam Cmax ——8—A 0.92 (0.78.1.10)
AUC —a— 0.95 (0.83.1.08)
Ethanol Cmax —a— 1.02 (0.91.1.15)
AUC —a— 1.00 (0.91.1.10)

0.|1 OIS ‘i 1|5 2I

Change Relative to Reference

AUC = area under the concentration-time curve; CI = confidence interval; Cm.x = maximum observed concentration;
GMR = geometric mean ratio. The bar represents the 90% CI. The symbol is the GMR.

In Vitro Studies

Enzyme systems: Zuranolone is not an inhibitor of CYP1A2, 2B6, 2C19, 2C8, 2C9, 2D6 or 3A4.
Zuranolone is not an inducer for CYP1A2, CYP2B6 or CYP3A4 at the therapeutic dose range.

Transporter systems.: Zuranolone is not a substrate of P-glycoprotein (P-gp), BCRP, OATP1B1
or OATP1B3. Zuranolone does not inhibit P-gp, BCRP, BSEP, OATP1B1, OATP1B3, OAT]I,
OAT3, OCT1, OCT2, MATEI1, or MATE2.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Oral administration of zuranolone in a 26-week carcinogenicity study in transgenic mice (0, 10,
30, or 100 mg/kg/day), and in a 104-week carcinogenicity study in rats (0, 2, 6, or 20 mg/kg/day
in males and 0, 0.2, 0.6, or 1.5 mg/kg/day in females) was not associated with increases in
tumors in either species. Plasma exposures (AUC) in rats at the highest dose tested were
approximately 4 times that in humans at the maximum recommended human dose (MRHD) of
50 mg.

Mutagenesis

Zuranolone was not genotoxic when tested in an in vifro microbial mutagenicity (Ames) assay,
an in vitro chromosome aberration assay in Chinese hamster ovary cells, and an in vivo bone
marrow micronucleus assay in rats.
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Impairment of Fertility

Oral administration of zuranolone (0, 3, 10, or 30 mg/kg/day) to male rats prior to and during
mating with untreated females resulted in increased post-implantation loss and a corresponding
decrease in the number of viable embryos at the high dose, which was also paternally toxic.
There were no adverse effects on fertility or sperm parameters. Adverse effects on reproduction
were not observed when males were remated after a 6-week treatment-free period. The no effect
dose (10 mg/kg/day) for male reproductive toxicity was associated with a plasma zuranolone
exposure (AUC) of approximately 4 times the human exposure at the MRHD. Oral
administration of zuranolone (0, 1, 3, or 10 mg/kg/day) to female rats prior to and throughout
mating and continuing through early gestation resulted in disruption of estrous cyclicity at the
high dose, but there were no adverse effects on fertility or early embryonic development. The
no-effect dose (3 mg/kg/day) for female reproductive toxicity was associated with exposures
approximately 4 times that in humans at the MRHD.

13.2 Animal Toxicology and/or Pharmacology

Death was observed in 1 dog 4 days after repeat dosing with 2.5 mg/kg/day for 9 months was
stopped. Death/euthanasia in 2 dogs was also observed 2 to 4 days after dosing with

2.5 mg/kg/day for 14 days was stopped. Convulsions were observed in 1 dog 3 days after repeat
dosing with 2.5 mg/kg/day for 14 days was stopped. Plasma exposure (AUC) at the no-effect
dose in dogs was approximately 3 times the human exposure at the MRHD.

14 CLINICAL STUDIES

14.1 Postpartum Depression

The efficacy of ZURZUVAE for the treatment of postpartum depression (PPD) in adults was
demonstrated in two randomized, placebo-controlled, double-blind, multicenter studies (Study 1,
NCT04442503 and Study 2, NCT02978326) in women with PPD who met the Diagnostic and
Statistical Manual of Mental Disorders criteria for a major depressive episode (DSM-5) with
onset of symptoms in the third trimester or within 4 weeks of delivery. In these studies,
concomitant use of existing oral antidepressants was allowed for patients taking a stable dose of
oral antidepressant for at least 30 days before baseline. These studies included patients with
HAMD-17 scores >26 at baseline.

In Study 1, patients received 50 mg of ZURZUVAE (N=98) or placebo (N=97) once daily in the
evening with fat-containing food for 14 days, with the option to reduce the dosage based on
tolerability to 40 mg once daily of ZURZUVAE or placebo. The patients were followed for a
minimum of 4 weeks after the 14-day treatment course.

In Study 2, patients received another zuranolone capsule formulation (approximately equivalent
to 40 mg of ZURZUVAE) (N=76) or placebo (N=74) once daily in the evening with food for
14 days. The patients were followed for a minimum of 4 weeks after the 14-day treatment
course.

Reference ID: 5784068



Baseline Demographics and Disease Characteristics

In Studies 1 and 2, the baseline demographic and disease characteristics of patients were similar
between the ZURZUVAE and placebo groups. In Study 1, patients had a mean age of 30 years
(range 19 to 44 years); were 70% White, 22% Black or African American, 1% Asian, and 7%
were other races; and 38% were of Hispanic or Latino ethnicity. Baseline use of stable oral
antidepressants was reported in 15% of patients. In Study 2, patients had a mean age of 28 years
(range 18 to 44 years); were 56% White, 41% Black or African American, 1% Asian, and 2%
were other races; and 23% were of Hispanic or Latino ethnicity. Baseline use of stable oral
antidepressants was reported in 19% of patients.

The primary endpoint for Studies 1 and 2 was the change from baseline in depressive symptoms
as measured by the HAMD-17 total score at Day 15. In these studies, patients in the
ZURZUVAE groups experienced statistically significantly greater improvement on the primary
endpoint compared to patients in the placebo groups, as shown in Table 5. For Study 1, the key
secondary endpoints included change from baseline in HAMD-17 total score at Days 3, 28, and
45.

Table S. Results for the Primary Endpoint: Change from Baseline in the HAMD-17 Total
Score at Day 15 (Studies 1 and 2 in Women with PPD)

Study Baseline | Change from Difference
Number | Treatment Group N | Score (SD) | Baseline (SE) 95% CI)
1 50 mg of 98
28.6 (2.49 -15.6 (0.82
ZURZUVAE 249) (0.52) -4.0 (-6.3, -1.7)
Placebo 97 | 28.8(2.34) | -11.6(0.82)
2 Zuranolone (ano‘Fher* 76 28.4 (2.09) 117.8 (1.04)
capsule formulation) 4.2 (-6.9, -1.5)
Placebo 74 | 28.8(2.32) | -13.6(1.07)

HAMD-17: 17-item Hamilton depression rating scale; SD: standard deviation; LS: least squares; SE: standard error;
CI: confidence interval
*This capsule formulation of zuranolone is approximately equivalent to 40 mg of ZURZUVAE.

Subgroup analyses of the primary endpoint did not suggest differences in response to 50 mg of
ZURZUVAE for age, race, or BMI.

The time course of response for 50 mg ZURZUVAE compared to placebo for Study 1 is shown
in Figure 3.
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Figure 3. Mean Change from Baseline in HAM-D Total Score Over Time (Days) in
Women with PPD in Study 1

---A--- Placebo
—@&— ZURZUVAE 50 mg

-10 -

LS Mean Change from Baseline (HAM-D Total Score)

-A
-15
[
On drug* { Off drug*®
l
T T T T T I T
0 (baseline) 3 8 15 21 28 45
Time (day)

Placebo (n) 96 95 90 83 85 85
ZURZUVAE 50 mg (n) 98 93 93 84 77 84

*Both phases were double-blind.

14.2 Effects on Driving

Two randomized, double-blind, placebo- and active-controlled, four-way crossover studies
(Study 3 and Study 4) evaluated the effects of nighttime ZURZUVAE administration on
next-morning driving performance, 9 hours after dosing, using a computer-based driving
simulation.

Study 3

In Study 3, 50 mg of ZURZUVAE was administered for 6 consecutive nights and on the 7" night
a single dose of 50 mg or 100 mg (2 times the recommended dose) was administered. The
primary driving performance outcome measure was the change in Standard Deviation of Lateral
Position (SDLP) (a measure of driving impairment) in the ZURZUVAE group compared to the
placebo group on Days 2 and 8 (after a single dose and repeat doses, respectively).

Study 3 included 67 healthy participants. The median age was 45 years old (age ranged from
22 to 81 years old; 7 participants were >65 years of age); there were 38 males and 29 females;
88% were White, 5% were Black or African American, 3% were Asian, and 5% were other
races; and 12% were of Hispanic/Latino ethnicity.

A single 50 mg dose of ZURZUVAE caused statistically significant impairment in next-morning
driving performance compared to placebo. Statistically significant effects on driving were also
observed on Day 8 following daily administration of 50 mg of ZURZUVAE. Administration of
100 mg of ZURZUVAE (twice the maximum recommended dose) on the final night increased
impairment in driving ability [see Warnings and Precautions (5.1)].
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The exposure-response analysis for driving impairment in Study 3 suggested that the projected
mean placebo-adjusted SDLP at 12 hours post-dose would be less than the threshold associated
with driving impairment.

Study 4

In Study 4, 30 mg of ZURZUVAE (0.6 times the maximum recommended daily dose) was
administered for four consecutive nights and on the fifth night a single dose of 30 mg or 60 mg
(1.2 times the recommended daily dose) was administered. The primary driving performance
outcome measure was the change in SDLP in the ZURZUVAE group compared to the placebo
group on Days 2 and 6 (after a single dose and repeat doses, respectively).

Study 4 included 60 participants; 60% and 40% were male and female, respectively; the median
age was 41 years old (range was 22 to 62 years old); 90% were White, 5% were Black or African
American, 3% were Asian, and 2% were other races; and 15% were of Hispanic/Latino ethnicity.

A single 30 mg dose of ZURZUVAE caused a statistically significant impairment in
next-morning driving performance compared to placebo. The mean effect on driving
performance was not statistically significantly different following 30 mg of ZURZUVAE
compared to placebo on Day 6; however, driving ability was impaired in some participants
taking ZURZUVAE. Administration of 60 mg of ZURZUVAE (1.2 times the maximum
recommended dose) on the final night caused statistically significant impairment in
next-morning driving performance compared to placebo [see Warnings and Precautions (5.1)].

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
ZURZUVAE (zuranolone) is supplied as 20 mg, 25 mg, and 30 mg capsules as follows:

Capsule Packaging
Strength | Capsule Colors Capsule Markings | Configuration NDC
light-orange cap «
20mg | ivory to 233';‘1‘1’1‘,, >l Bottle of 14 | 64406-029-01
light-yellow body £ Y
25 m light-orange cap Black “S-217 Bottle of 14 64406-030-01
g light-orange body | 25mg” on body Blister pack of 28 | 64406-030-02
orange cap Black “S-217 01
30 mg light-orange body | 30mg” on body Bottle of 14 64406-031-01
Storage

Store at room temperature 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C to
30°C (59°F to 86°F) [see USP Controlled Room Temperature].
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Impaired Ability to Drive or Engage in Other Potentially Hazardous Activities

Inform patients that ZURZUVAE causes driving impairment. Advise patients to take
ZURZUVAE in the evening. Advise patients not to drive a motor vehicle or engage in other
potentially hazardous activities requiring complete mental alertness, such as operating
machinery, until at least 12 hours after ZURZUV AE administration. Warn patients that they may
not be able to assess their own ability to drive or the degree of impairment caused by
ZURZUVAE [see Warnings and Precautions (5.1)].

Central Nervous System Depressant Effects

Inform patients that ZURZUVAE can cause somnolence, dizziness, sedation, and confusion.
Advise patients to use caution if taking ZURZUVAE in combination with alcohol, other CNS
depressants, or medications that increase the concentration of ZURZUVAE [see Warnings and
Precautions (5.2), Adverse Reactions (6.1) and Drug Interactions (7)].

Suicidal Thoughts and Behavior
Advise patients to look for the emergence of suicidal thoughts and behaviors and instruct them to
report such symptoms to the healthcare provider immediately /see Warnings and Precautions

(5.3)].

Administration Instructions
Inform patients to take ZURZUVAE with fat-containing food [see Dosage and Administration
(2.1) and Clinical Pharmacology (12.3)].

Instruct patients that if a daily dose is missed, the missed dose should be taken the next day as
scheduled. Patients should be advised not to take extra capsules to make up for the missed dose
[see Dosage and Administration (2.1, 2.5)].

Abuse, Misuse, and Physical Dependence

Advise patients that ZURZUVAE has abuse potential with associated risks of misuse, abuse, and
substance use disorder including addiction and that ZURZUVAE is associated with the potential
for physical dependence [see Drug Abuse and Dependence (9.2, 9.3)].

Pregnancy
Advise pregnant women and females of reproductive potential of the potential risk to a fetus and

to notify their healthcare provider if they become pregnant or intend to become pregnant during
treatment with ZURZUVAE. Advise female patients of reproductive potential to use effective
contraception during treatment with ZURZUVAE and for one week after the final dose /see
Warnings and Precautions (5.4), and Use in Specific Populations (8.1, 8.3)].

Advise patients that there is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to ZURZUVAE during pregnancy /see Use in Specific Populations (8.1)].
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Manufactured for:

Biogen Inc.

225 Binney Street
Cambridge, MA 02142 USA

ZURZUVAE is a registered trademark of Sage Therapeutics licensed to Supernus
Pharmaceuticals, Inc.

© 2026 Biogen Inc. and Supernus Pharmaceuticals, Inc. All rights reserved.
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MEDICATION GUIDE
ZURZUVAE® (zur-ZOO-vay)
(zuranolone)
capsules, for oral use, CIV

What is the most important information | should know about ZURZUVAE?
ZURZUVAE can cause serious side effects, including:

o Decreased ability to drive or do other dangerous activities. ZURZUVAE can decrease your awareness and
alertness, which can affect your ability to drive safely or safely do other dangerous activities.
o Do not drive, operate machinery, or do other dangerous activities until at least 12 hours after taking each
dose during your 14-day treatment course of ZURZUVAE.
o You may not be able to tell on your own if you can drive safely or tell how much ZURZUVAE is affecting you.
o Decreased awareness and alertness [central nervous system (CNS) depressant effects]. ZURZUVAE can
cause sleepiness, drowsiness, slow thinking, dizziness, confusion, and trouble walking.
o Because of these symptoms, you may be at a higher risk for falls during treatment with ZURZUVAE.
o Taking alcohol, other medicines that cause CNS depressant effects, or opioids while taking ZURZUVAE can
make these symptoms worse and may also cause trouble breathing.
o Tell your healthcare provider if you develop any of these symptoms, or if they get worse during treatment with
ZURZUVAE. Your healthcare provider may decrease your dose or stop ZURZUVAE treatment if you develop
these symptoms.

See “What are the possible side effects of ZURZUVAE?” for more information about side effects.

What is ZURZUVAE?
ZURZUVAE is a prescription medicine used to treat adults with postpartum depression (PPD).
It is not known if ZURZUVAE is safe and effective for use in children.

ZURZUVAE is a federal controlled substance (CIV) because it contains zuranolone that can be abused or lead to
dependence. Keep ZURZUVAE in a safe place to protect it from theft. Do not sell or give away ZURZUVAE because it
may harm others and is against the law.

Before taking ZURZUVAE, tell your healthcare provider about all of your medical conditions, including if you:

e drink alcohol

e have abused or been dependent on prescription medicines, street drugs, or alcohol

e have liver or kidney problems

e are pregnant or plan to become pregnant. ZURZUVAE may harm your unborn baby.

Females who are able to become pregnant:

o Tell your healthcare provider right away if you become pregnant or plan to become pregnant during treatment
with ZURZUVAE.

o Use effective birth control (contraception) during treatment with ZURZUVAE and for 1 week after the final dose.

o There is a pregnancy exposure registry for women who are exposed to ZURZUVAE during pregnancy. The
purpose of the registry is to collect information about the health of females exposed to ZURZUVAE and their
baby. If you become pregnant during treatment with ZURZUVAE, talk to your healthcare provider about
registering with the National Pregnancy Registry for Antidepressants at 1-844-405-6185 or visit online at
https://womensmentalhealth.org/research/pregnancyreqistry/antidepressants/

e are breastfeeding or plan to breastfeed. ZURZUVAE passes into breast milk, and it is not known if it can harm your
baby. Talk to your healthcare provider about the risks and benefits of breastfeeding and about the best way to feed
your baby during treatment with ZURZUVAE.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter

medicines, vitamins, and herbal supplements.

ZURZUVAE and some medicines may interact with each other and cause serious side effects. ZURZUVAE may affect

the way other medicines work and other medicines may affect the way ZURZUVAE works.

Especially tell your healthcare provider if you take:

e antidepressants

e opioids

e CNS depressants such as benzodiazepines

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a

new medicine. Your healthcare provider will decide if other medicines can be taken with ZURZUVAE.

How should | take ZURZUVAE?
o Take ZURZUVAE exactly as your healthcare provider tells you to take it.

e Take ZURZUVAE 1 time daily in the evening with fat-containing food for 14 days (a treatment course). Talk to your
healthcare provider about examples of foods you should eat.
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e If you miss your dose of ZURZUVAE, skip the missed dose and take the next dose at your regular time the next
evening. Do not take extra capsules to make up for the missed dose. Continue taking ZURZUVAE 1 time daily until
you complete the rest of your treatment course.

e Your healthcare provider may change your dose of ZURZUVAE if you have certain side effects. Do not change
your dose without talking to your healthcare provider.

e If you take too much ZURZUVAE, call your healthcare provider or Poison Help Line at 1-800-222-1222 or go to the
nearest hospital emergency room right away.

What should | avoid while taking ZURZUVAE?

¢ Do not drive a car, operate machinery, or do other dangerous activities until at least 12 hours after taking each
dose of ZURZUVAE because ZURZUVAE may make you feel sleepy, confused, or dizzy.

¢ Do not drink alcohol or take other medicines that make you sleepy or dizzy while taking ZURZUVAE without talking
to your healthcare provider.

See “What is the most important information | should know about ZURZUVAE?”

What are the possible side effects of ZURZUVAE?

ZURZUVAE can cause serious side effects, including:

e See “What is the most important information | should know about ZURZUVAE?”

¢ Increased risk of suicidal thoughts and actions. ZURZUVAE and other antidepressant medicines may increase
the risk of suicidal thoughts and actions in people 24 years of age and younger. ZURZUVAE is not for use in
children.

o Depression or other serious mental illnesses are the most important causes of suicidal thoughts or actions.

How can | watch for and try to prevent suicidal thoughts and actions?

o Pay close attention to, and tell your healthcare provider right away about, any changes, especially sudden
changes in mood, behavior, thoughts, or feelings, or if you develop suicidal thoughts or actions. This is very
important when an antidepressant medicine is started or when the dose is changed.

o Keep all follow-up visits with your healthcare provider as scheduled. Call your healthcare provider between
visits as needed, especially if you have concerns about symptoms.

Tell your healthcare provider right away if you develop any of the following symptoms, especially if they

are new, worse, or worry you:

= suicide attempts = panic attacks
= thoughts about suicide or dying * new or worse irritability
= new or worse depression = acting aggressive, being angry, or violent
» feeling very agitated or restless = an extreme increase in activity and talking (mania)
= trouble sleeping (insomnia) = acting on dangerous impulses
" new or worse anxiety = other unusual changes in behavior or mood
The most common side effects of ZURZUVAE include:

e sleepiness or drowsiness o feeling tired, weak, or having no energy

e dizziness e common cold

e diarrhea e urinary tract infection

These are not all of the possible side effects of ZURZUVAE.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store ZURZUVAE?
e Store ZURZUVAE at room temperature between 68°F to 77°F (20°C to 25°C).
Keep ZURZUVAE and all medicines out of the reach of children.

General information about the safe and effective use of ZURZUVAE.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use
ZURZUVAE for a condition for which it was not prescribed. Do not give ZURZUVAE to other people, even if they have
the same symptoms that you have. It may harm them. You can ask your pharmacist or healthcare provider for
information about ZURZUVAE that is written for health professionals.

What are the ingredients in ZURZUVAE?

Active ingredient: zuranolone

Inactive ingredients: Capsules contain colloidal silicon dioxide, croscarmellose sodium, mannitol, microcrystalline
cellulose, and sodium stearyl fumarate. Capsule shells contain gelatin, red iron oxide, titanium dioxide, and yellow iron

oxide. Imprinting ink contains ammonium hydroxide, black iron oxide, propylene glycol, and shellac glaze.
Manufactured for:

Biogen Inc., 225 Binney Street, Cambridge, MA 02142

ZURZUVAE is a registered trademark of Sage Therapeutics licensed to Supernus Pharmaceuticals, Inc.

© 2026 Biogen Inc. and Supernus Pharmaceuticals, Inc. All rights reserved.

For more information about ZURZUVAE go to www.ZURZUVAE.com or call 1-844-987-9882.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 04/2026
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