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e Typical or atypical petit mal,Lennox - Gastaut syndrome (petit mal variant), generalized primary or secondary
tonic-clonic seizures including grand mal and focal seizures.

e Panic disorder
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7. WARNINGS
[...]
Neonatal Sedation and Withdrawal Syndrome:

Use of clonazepam late in pregnancy can result in sedation (respiratory depression, lethargy, hypotonia) and/or withdrawal
symptoms (hyperreflexia, irritability, restlessness, tremors, inconsolable crying, and feeding difficulties) in the neonate (see
PRECAUTIONS: Pregnancy). Monitor neonates exposed to clonazepam during pregnancy or labor for signs of sedation and
monitor neonates exposed to clonazepam during pregnancy for signs of withdrawal; manage these neonates accordingly

8. PRECAUTIONS
Pregnancy

therapy-with-elonazepam Advise pregnant females that use of clonazepam late in pregnancy can result in
sedation (respiratory depression, lethargy, hypotonia) and/or withdrawal symptoms (hyperreflexia, irritability,
restlessness, tremors, inconsolable crying, and feeding difficulties) in newborns.

Instruct patients to inform their healthcare provider if they are pregnant

Nursing
[...] Instruct breastfeeding patients who take clonazepam to monitor their infants for excessive sedation, poor

feeding and poor weight gain, and to seek medical attention if they notice these signs

10. PREGNANCY

Risk Summary

Neonates born to mothers using benzodiazepines late in pregnancy have been reported to experience
symptoms of sedation and/or neonatal withdrawal. Available data from published observational studies of
pregnant women exposed to benzodiazepines do not report a clear association with benzodiazepines and major
birth defects (see Data).

Administration of clonazepam to pregnant rabbits during the period of organogenesis resulted in
developmental toxicity, including increased incidences of fetal malformations, at doses similar to or below
therapeutic doses in patients (see Animal Data). Data for other benzodiazepines suggest the possibility of
long-term effects on neurobehavioral and immunological function in animals following prenatal exposure to
benzodiazepines at clinically relevant doses.

The 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 risk of major birth defects and of miscarriage in clinically recognized pregnancies is
2% to 4% and 15% to 20%, respectively.



Clinical Considerations Fetal/Neonatal Adverse Reactions

Benzodiazepines cross the placentaand may produce respiratory depression, hypotonia and sedation in
neonates. Monitor neonates exposed to clonazepam during pregnancy or labor for signs of sedation,
respiratory depression, hypotonia, and feeding problems. Monitor neonates exposed to clonazepam during
pregnancy for signs of withdrawal.

Managetheseneonatesaccordingly

Data Human Data

Published data from observational studies on the use of benzodiazepines during pregnancy do notreporta
clear association with benzodiazepines and major birth defects.

Although early studies reported an increased risk of congenital malformations with diazepam and
chlordiazepoxide, there was no consistent pattern noted. In addition, the majority of more recent case-control
and cohort studies of benzodiazepine use during pregnancy, which were adjusted for confounding exposures
to alcohol, tobacco and other medications, have not confirmed these findings.

12. NURSING MOTHERS

Risk summary
Clonazepam is excreted in human milk. There are reports of sedation, poor feeding and poor weight gain

in infants exposed to benzodiazepines through breast milk. There are no data on the effects of clonazepam
on milk production
[...]

Clinical Considerations
Infants exposed to clonazepam through breast milk should be monitored for sedation, poor feeding and poor
weightgain

18. OVERDOSE

Overdosage of benzodiazepines is characterized by central nervous
system depression ranging from drowsiness to coma. In mild to
moderate cases, symptoms can include drowsiness, confusion,
dysarthria, lethargy, hypnotic state, diminished reflexes, ataxia, and
hypotonia. Rarely, paradoxical or disinhibitory reactions (including
agitation, irritability, impulsivity, violent behavior, confusion,
restlessness, excitement, and talkativeness) may occur. In severe
overdosage cases, patients may develop respiratory depression and
coma. Overdosage of benzodiazepines in combination with other CNS
depressants (including alcohol and opioids) may be fatal. Markedly
abnormal (lowered or elevated) blood pressure, heart rate, or respiratory
rate raise the concern that additional drugs and/or alcohol are involved

in the overdosage. [...] Hypotensionmay be combated by-theuseof
levarterenolormetaraminol-Dialysis-is-oef no-known-value:

[...] in the management of benzodiazepine overdosage, can lead to
withdrawal and adverse reactions, including seizures, particularly in the
context of mixed overdosage with drugs that increase seizure risk (e.g.,
tricyclic and tetracyclic antidepressants) and in patients with long-term
benzodiazepine use and physical dependency. The risk of withdrawal
seizures with flumazenil use may be increased in patients with epilepsy.
Flumazenil is contraindicated in patients who have received a
benzodiazepine for control of a potentially life-threatening condition
(e.g., status epilepticus).

If the decision is made to use flumazenil, it should be used as an adjunct
to, not as a substitute for, supportive management of benzodiazepine
overdosage

D 1en o




teva

$1998Y 1Y5ya 0NV

19Y9Na VYN 2aY .2

[...]

APIM N

199990

ISP T PNEPA- ORI U-FHE- TR NGB AT Y- W8P R—e
SANSNNID I DY (DPNTPI DOvan 30300, DNOITNYP MZIRR MmN

DIOPATNITINAN NXIAPN MAIN DN TPNND NN MOV VDR IWN MNINI FTONY D71 e
YYD, NNV NPYI) MNTO HY DINIVIDIDY NIPDI NPND DINDY ,(DNIIDP DY MMIN H91D)
1999 7N0NYY N (TI2) DY PIY NNK/OMIV NITII/MINY FAHTMPAH-BIR-RR> ,NDIN

NN T9VN HY VITVIINN INNRAY MOINN NN DIDIDY NHYW) 19985 Yoyn

330 NYNY 139 37y AN YaAPY 1N  https: /zisraeldrugs.health.gov.il




