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Cymbalta 30 mg : each capsule contains: Duloxetine 30 mg (as hydrochloride).

Cymbalta 60 mg : each capsule contains: Duloxetine 60 mg (as hydrochloride).

'YWONYT NYINAD AYHINNN

INDICATIONS AND USAGE

-Cymbalta is indicated for the treatment of major depressive episodes
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- Cymbalta is indicated for the management of neuropathic pain associated with diabetic peripheral neuropathy.
- Cymbaltais indicated for the treatment of generalized anxiety disorder (GAD).
- Cymbalta is indicated for the management of fibromyalgia.

- Cymbalta is indicated for the management of chronic muscoskeletal pain when other therapies have failed or are
contra-indicated.

This has been established is studies in patients with chronic low back pain (CLBP) and chronic pain due to

Osteoarthritis.

D' X917 [17V2 DMP'YA DIIDTYA

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

Antidepressants increased the risk of suicidal thoughts and behavior in children, adolescents, and young
adults in short-term studies. These studies did not show an increase in the risk of suicidal thoughts and

| behavior with antidepressant use in patients over age25-24; there was a reduction in risk with
antidepressant use in patients aged 65 and older [see Warnings and Precautions (5.1)]. In patients of all
ages who are started on antidepressant therapy monitor 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 )]Cymbalta is not approved for
use in pediatric patients [see Use in Specific Populations (8.4)].

4 CONTRAINDICATIONS

| e Hypersensitivity to the active substance or to any of the excipients listed in section 11.

| 55 Abnormal Increased Risk of Bleeding

Drugs that mterfere vvlth serotonm reuptake mhlbmon mcludlng CYMBALTA may increase the rlsk of
bleeding events. € A
eeagahnt&mayadd—te#u&ﬁe«mase reports and epldemlologlcal studles (case- control and cohort deS|gn) have
demonstrated an association between use of drugs that interfere with serotonin reuptake and the occurrence of
gastrointestinal bleeding. A post-marketing study showed a higher incidence of postpartum hemorrhage in mothers
taking duloxetine Other bleeding events related to SSRI and SNRI use have ranged from ecchymoses, hematomas,
epistaxis, and petechiae to life-threatening hemorrhages. Concomitant use of aspirin, nonsteroidal anti-inflammatory
drugs (NSAIDs), warfarin, and other anti-coagulants may add to this risk

Inform Ppatients sheuld-be-cautioned—about the risk of bleeding associated with the concomitant use of
CYMBALTA and NSAIDs, aspirin, or other drugs that affect coagulation[see Drug Interactions (7.4)].

8.0 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
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Risk Summary

ptegnanewemenData from a oostmarketlnq retrosoectlve cohort studv |nd|cate that use of duloxetine in the month
before delivery may be associated with an increased risk of postpartum hemorrhage. Data from published literature
and from a postmarketing retrospective cohort study have not identified a clear drug-associated risk of major birth
defects or other adverse developmental outcomes (see Data). There are risks associated with untreated depression
and fibromyalgia in pregnancy, and with exposure to SNRIs and SSRIs, including CYMBALTA, during pregnancy
(see Clinical Considerations).

_In animal-studies-rats and rabbits treated with duloxetine during the period of organogenesis, fetal weights were

decreased but there was no evidence of teratogenicity-inpregnrantrats-and-rabbits-developmental effects at oral

doses administered-during-the-period-of-erganegenesis—up to 43 and 6 times, respectively, the maximum
recommended human dose (MRHD) of 120 mg/day, given to adolescents on a mg/m? basis .respectively When

duloxetine was administered orally to pregnant rats throughout gestation and lactation, pup weights at birth and pup
survival to 1 day postpartum were decreased at a dose 2 times the MRHD given to adolescents on a ma/m? basis. At

this dose, pup behaviors consistent with increased reactivity, such as increased startle response to noise and
decreased habituation of Iocomotor act|V|ty were observed. Post weanlng growth was not adversely affected.

The estlmated bacquound risk of major b|rth defects and miscarriage for the indicated populatlon 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.

Disease-associated Maternal and/or Embryo/Fetal Risk

Women who discontinue antidepressants during pregnancy are more likely to experience a relapse of major
depression than women who continue antidepressants. This finding is from a prospective, longitudinal study that
followed 201 pregnant women with a history of major depressive disorder who were euthymic and taking
antidepressants at the beqginning of pregnancy. Consider the risk of untreated depression when discontinuing or
changing treatment with antidepressant medication during pregnancy and postpartum.

Pregnant women with fibromyalgia are at increased risk for adverse maternal and infant outcomes including preterm
premature rupture of membranes, preterm birth, small for gestational age, intrauterine growth restriction, placental
disruption, and venous thrombosis. It is not known if these adverse maternal and fetal outcomes are a direct result of
fibromyalgia or other comorbid factors.

Maternal Adverse Reactions
Use of duloxetine in the month before delivery may be associated with an increased risk of postpartum hemorrhage
[see Warnings and Precautions (5.5)].

Fetal/Neonatal Adverse Reactlon
_Neonates exposed. to CYMBALTA and other

{SNRIs} or seleetweseretemn%J&ptaI@nhueﬂer—(SSRls) Iate in the thlrd trimester have developed complications

requiring prolonged hospitalization ,respiratory support and tube feeding . Such complications whieh
can arise immediately upon delivery.

These features findings are consistent with either a direct toxic effect of the SNRIs or SSRIs, or possibly, a drug
AiSCONTINUATION SYNUAIOME. 1iiiitiiiiii ittt ettt st e s st ee e st be e e sateaee st baeaes st bee sessanaessasbeaes sesntesensssseessnnsesesans with

Serotonin syndrome [see warnings and precautions (5.4)]
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Data

Human Data

Data from a postmarketing retrospective claims-based cohort study found an increased risk for postpartum
hemorrhage among 955 pregnant women exposed to duloxetine in the last month of pregnancy compared to
4,128,460 unexposed pregnant women (adjusted relative risk: 1.53; 95% Cl: 1.08-2.18). The same study did not find
a clinically meaningful increase in the risk for major birth defects in the comparison of 2532 women exposed to
duloxetine in the first trimester of pregnancy to 1,284,827 unexposed women after adjusting for several
confounders. Methodologic limitations include possible residual confounding, misclassification of exposure and
outcomes, lack of direct measures of disease severity, and lack of information about alcohol use, nutrition, and over-
the-counter medication exposures.

Animal Data
In animal reproduction studies, duloxetine has been shown to have adverse effects on embryo/fetal and
postnatal development.
When duloxetine was administered orally to pregnant rats and rabbits during the period of organogenesis,
there was no evidence of malformations or developmental variations teratogenicityat doses up to 45 mg/kg/day (43
and 6times, respectively, the maximum-recommended-human-dese-{(MRHD) of 120 mg/day given to adolescents on

a mg/m? basis),inrat:7-times-the- MHRD-in-rabbit). However, fetal weights were decreased at this dose, with a no-
effect dose of 10 mg/kg/day (approximately equal to the MRHD in rats; and 2 times the MRHD in rabbits).

When duloxetine was administered orally to pregnant rats throughout gestation and lactation, the survival of
pups to 1 day postpartum and pup body weights at birth and during the lactation period were decreased at a dose of
30 mg/kg/day (2 times the MRHD given to adolescents on a mg/m? basis); the no-effect dose was 10 mg/kg/day

.................................................................................................................................. by maternal duloxetine
treatment.

8.2 Nursing-Methers-Lactation

Risk Summary
Data from publrshed literature report the presence of duloxetme G¥MBAL—'FA+S—presean human mllk(i

feedlnq and poor Welqht gain in mfants exposed to duloxetlne throuqh breast mllk (see Clinical Consrderatlons)
There are no data on the effect breast of duloxetine on milk production.

The developmental and health benefits ef-human-mitk breasfeeding should be considered along with the
mother’s clinical need for CYMBALTA and any potential adverse effects on the mitk_breastfed child from
CYMBALTA the drug or from the underlyrng maternal condition. Exercise-caution-when CYMBALTA-is

Clinical Considerations
Infants exposed to CYMBALTA should be monitored for sedation, poor feeding and poor weight gain.

10 OVERDOSAGE

10.1  Signs and Symptoms
.................................................................................................................................. The physician should consider

contacting a poison control center for additional information on the treatment of any overdose.
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