THE FDA HAS APPROVED THIS DRUG AS A SELECTIVE SEROTONIN REUPTAKE INHIBITOR (SSRI).
ZOLOFT IS APPROVED TREATMENT FOR:

® Major depressive disorder (MDD)
e Obsessive-compulsive disorder (OCD)

¢ Panic disorder (PD)

Zoloft can cause:

+ Increased coagulation times (altered
platelet function)

+ AV (Atrioventricular) block

+ Bradycardia (slow heart rate)

+ Atrial arrhythmias (irregular heart
beat)

+ QT-interval prolongation (heart
muscle takes longer than normal to
recharge between beats)

+ Ventricular tachycardia (including
Torsade de Pointes - abnormal heart
rhythm that can lead to sudden
cardiac death)

+ Angioedema (swelling)

+ Hyponatremia

+ Hyperglycemia

+ Serotonin syndrome

+ Extrapyramidal symptoms:

+ Akathisia (inner restlessness
accompanied by mental distress and
an inability to sit still)

+ Decreased libido

+ Dystonia (twisting and repetitive
movements or abnormal fixed
postures)

+ Oculogyric crisis (prolonged
involuntary upward deviation of the
eyes)

+ Psychosis (difficulty determining
what is real and what is not real)

+ Paroniria (excess of morbid dreams
and nightmares)

+ Photosensitivity skin reaction and
other severe cutaneous reactions,
which potentially can be fatal, such
as Stevens-Johnson Syndrome (SJS)
and toxic epidermal necrolysis (TEN)
+ Vasculitis (group of disorders that
destroy blood vessels by inflammation)
+ Pancreatitis

+ Optic neuritis

+ Tachycardia (increased heart rate)
+ Tinnitus (ringing in the ears)

+ Hypothyroidism

+ Mydriasis (dilated pupils)

+ Blurred vision

+ Hematochezia (passage of fresh
blood through the anus)

+ Melena (dark black, tarry feces)

+ Rectal hemorrhage

e Post-traumatic stress disorder (PTSD)
e Social anxiety disorder (SAD)
¢ Premenstrual dysphoric disorder (PMDD)

+ Severe liver events (including
hepatitis, jaundice, liver failure with
some fatal outcomes)

+ Aplastic anemia (body fails to
produce blood cells in sufficient
numbers)

+ Pancytopenia

+ Leukopenia

+ Thrombocytopenia

+ Lupus-like syndrome

+ Serum sickness

+ Gynecomastia (abnormal non-
cancerous enlargement of one or both
breasts in males)

+ Cerebrovascular spasm (including
reversible cerebral vasoconstriction
syndrome and CallFleming syndrome)
+ Angle-Closure Glaucoma (damage
to the optic nerve and potential
vision loss)

+ Activation of mania/hypomania for
bipolar patients

+ Nausea

+ Diarrhea/loose stool

+ Tremor

+ Dyspepsia (indigestion)

+ Decreased appetite

+ Hyperhidrosis (abnormally increased
sweating)

+ Ejaculation failure

+ Enuresis (bed-wetting)

+ Hyperprolactinemia (abnormally high
levels of prolactin in the blood)

+ Menstrual irregularities

+ Pulmonary hypertension (increased
blood pressure in the arteries of the
lungs)

+ Acute renal (kidney) failure

+ SIADH (Syndrome of Inappropriate
Antidiuretic Hormone Secretion)

+ Blindness

+ Cataract (cloudy area in the lens of
the eye that leads to a decrease in
vision)

+ Agranulocytosis (severe and
dangerous lowered white blood cell
count)

+ Edema

+ Gait disturbance

+ Irritability

+ Pyrexia (fever)



+ Elevated liver enzymes

+ Anaphylaxis

+ Diabetes mellitus

+ Hypercholesterolemia (high cholesterol)
+ Hypoglycemia (low blood sugar)

+ Increased appetite

+ Arthralgia (joint pain)

+ Muscle spasms

+ Tightness

+ Twitching

+ Ataxia (lack of voluntary coordination
of muscle movements)

+ Coma

+ Decreased alertness

+ Hypoesthesia (numbness)

+ Hematuria (presence of blood or red
blood cells in the urine)

+ Galactorrhea (spontaneous flow of milk
from the breast)

+ Vaginal hemorrhage

+ Priapism (penis remains erect for hours
in the absence of stimulation or after
stimulation has ended)

+ Alopecia (balness)

+ Dermatitis bullous (inflammatory lesion
of the skin with the formation of fluid)

+ Pruritus (itchiness)

+ Purpura (red/purple spots)

Indication-specific adverse reactions:

e MDD: somnolence;

¢ OCD: insomnia, agitation;
e PD: constipation, agitation;
e PTSD: fatigue;

L

+ Convulsion

+ Lethargy (state of tiredness,
sleepiness, weariness, fatigue,
sluggishness or lack of energy)

+ Psychomotor hyperactivity (mood
disorders)

+ Syncope (fainting)

+ Aggression

+ Bruxism (excessive teeth grinding or
jow clenching)

+ Confusional state

+ Euphoric mood

+ Hallucination

+ Bronchospasm (sudden constriction of
the muscles in the walls of the
bronchioles)

+ Epistaxis (nosebleed)

+ Yawning

+ Cold sweat

+ Dermatitis

+ Hemorrhage (bleeding from a
damaged blood vessel)

+ Hypertension (high blood pressure)
+ Vasodilation (widening of blood
vessels)

+ Erythematous (skin redness)

+ Follicular/maculopapular rash

+ Urticaria (hives)

PMDD: somnolence, dry mouth, dizziness, fatigue, and abdominal pain;

¢ SAD: insomnia, dizziness, fatigue, dry mouth, malaise.
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SUICIDAL THOUGHTS + BEHAVIORS
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WARNING: SUICIDAL THOUGHTS AND BEHAVIORS
See full prescribing information for complete boxed warning.

¢ Antidepressants increased the risk of suicidal thoughts and behaviors
in pediatric and young adult patients (5.1)
¢ Closely monitor for clinical worsening and emergence of suicidal

thoughts and behaviors (5.1)

3.1

Suicidal Thoughts and Behaviors in Pediatric and Young Adult Patients

In pooled analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other antidepressant classes) that
included approximately 77,000 adult patients and over 4,400 pediatric patients, the incidence of suicidal thoughts
and behaviors in pediatric and young adult patients was greater in antidepressant-treated patients than in placebo-
treated patients. The drug-placebo differences in the number of cases of suicidal thoughts and behaviors per 1000
patients treated are provided in Table 2.

No suicides occurred in any of the pediatric studies. There were suicides in the adult studies, but the number was not
sufficient to reach any conclusion about antidepressant drug effect on suicide.

It is unknown whether the risk of suicidal thoughts and behaviors in pediatric and young adult patients extends to
longer-term use, i.e., beyond four months. However, there is substantial evidence from placebo-controlled
maintenance trials in adults with MDD that antidepressants delay the recurrence of depression.

Monitor all antidepressant-treated patients for clinical worsening and emergence of suicidal thoughts and behaviors,
especially during the initial few months of drug therapy and at times of dosage changes. Counsel family members or
caregivers of patients to monitor for changes in behavior and to alert the healthcare provider. Consider changing the
therapeutic regimen, including possibly discontinuing ZOLOFT, in patients whose depression is persistently worse,

or who are experiencing emergent suicidal thoughts or behaviors.


https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/019839S74S86S87_20990S35S44S45lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/019839S74S86S87_20990S35S44S45lbl.pdf

ADDITIONAL WARNINGS
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5.2 Serotonin Syndrome

Serotonin-norepinephrine reuptake inhibitors (SNRIs) and SSRIs, including ZOLOFT, can precipitate serotonin
syndrome, a potentially life-threatening condition. The risk is increased with concomitant use of other serotonergic
drugs (including triptans, tricyclic antidepressants, fentanyl, lithium, tramadol, tryptophan, buspirone,
amphetamines, and St. John’s Wort) and with drugs that impair metabolism of serotonin, i.e., MAOIs [See
Contraindications (4), Drug Interactions (7.1)]. Serotonin syndrome can also occur when these drugs are used
alone.

Serotonin syndrome signs and 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), seizures,
and gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea).

5.3 Increased Risk of Bleeding

Drugs that interfere with serotonin reuptake inhibition, including ZOLOFT, increase the risk of bleeding events.
Concomitant use of aspirin, nonsteroidal anti-inflammatory drugs (NSAIDs), other antiplatelet drugs, warfarin, and
other anticoagulants may add to this risk. Case reports and epidemiological studies (case-control and cohort design)
have demonstrated an association between use of drugs that interfere with serotonin reuptake and the occurrence of
gastrointestinal bleeding. Bleeding events related to drugs that interfere with serotonin reuptake have ranged from
ecchymosis, hematoma, epistaxis, and petechiae to life-threatening hemorrhages.

Inform patients of the increased risk of bleeding associated with the concomitant use of ZOLOFT and antiplatelet
agents or anticoagulants. For patients taking warfarin, carefully monitor the international normalized ratio.

5.5 Discontinuation Syndrome

Adverse reactions after discontinuation of serotonergic antidepressants, particularly after abrupt discontinuation,
include: nausea, sweating, dysphoric mood, irritability, agitation, dizziness, sensory disturbances (e.g., paresthesia,
such as electric shock sensations), tremor, anxiety, confusion, headache, lethargy, emotional lability, insomnia,
hypomania, tinnitus, and seizures. A gradual reduction in dosage rather than abrupt cessation is recommended
whenever possible /See Dosage and Administration (2.6)].

5.6 Seizures
ZOLOFT has not been systematically evaluated in patients with seizure disorders. Patients with a history of seizures
were excluded from clinical studies. ZOLOFT should be prescribed with caution in patients with a seizure disorder.

5.7 Angle-Closure Glaucoma

The pupillary dilation that occurs following use of many antidepressant drugs including ZOLOFT may trigger an
angle closure attack in a patient with anatomically narrow angles who does not have a patent iridectomy. Avoid use
of antidepressants, including ZOLOFT, in patients with untreated anatomically narrow angles.

Ensure you have an eye examination prior to accepting this product.

5.8 Hyponatremia

Hyponatremia may occur as a result of treatment with SNRIs and SSRIs, including ZOLOFT. Cases with serum
sodium lower than 110 mmol/L have been reported. Signs and symptoms of hyponatremia include headache,
difficulty concentrating, memory impairment, confusion, weakness, and unsteadiness, which may lead to falls. Signs
and symptoms associated with more severe or acute cases have included hallucination, syncope, seizure, coma,
respiratory arrest, and death. In many cases, this hyponatremia appears to be the result of the syndrome of
inappropriate antidiuretic hormone secretion (SIADH).

8.4 Pediatric Use

The safety and efficacy of ZOLOFT have been established in the treatment of OCD in pediatric patients aged 6 to 17
[See Adverse Reactions (6.1), Clinical Pharmacology (12.3), Clinical Studies (14.2)]. Safety and effectiveness in
pediatric patients in patients with OCD below the age of 6 have not been established. Safety and effectiveness have
not been established in pediatric patients for indications other than OCD. Two placebo-controlled trials were
conducted in pediatric patients with MDD, but the data were not sufficient to support an indication for use in
pediatric patients.

7 DRUG INTERACTIONS
7.1 Clinically Significant Drug Interactions = Co to page 1l of the insert for all drug interactions.

PREGNANCY + BREASTFEEDING

Exposure to SSRIs and SNRIs, including ZOLOFT 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 of the newborn (PPHN).

Neonates exposed to ZOLOFT and other SSRIs or SNRIs late in the third trimester have developed complications
requiring prolonged hospitalization, respiratory support, and tube feeding. These findings are based on post-
marketing reports. Such complications can arise immediately 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 constant crying. These
features are consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation
syndrome. In some cases, the clinical picture was consistent with serotonin syndrome

The weight of evidence from epidemiologic studies of pregnant women exposed to sertraline in the first trimester
suggest no difference in major birth defect risk compared to the background rate for major birth defects in pregnant
women who were not exposed to sertraline. A meta-analysis of studies suggest no increase in the risk of total
malformations (summary odds ratio=1.01, 95% CI=0.88-1.17) or cardiac malformations (summary odds ratio=0.93,
95% CI=0.70-1.23) among offspring of women with first trimester exposure to sertraline. An increased risk of
congenital cardiac defects, specifically septal defects, the most common type of congenital heart defect, was
observed in some published epidemiologic studies with first trimester sertraline exposure; however, most of these
studies were limited by the use of comparison populations that did not allow for the control of confounders such as
the underlying depression and associated conditions and behaviors, which may be factors associated with increased
risk of these malformations.

Available data from published literature demonstrate low levels of sertraline and its metabolites in human milk /See
Data]. There are no data on the effects of sertraline on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for ZOLOFT and any potential adverse
effects on the breastfed infant from the drug or from the underlying maternal condition.




