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2"n 200 1v1av / TEGRETOL 200 mg tablets
2"n 200 CR 1vaav / TEGRETOL CR 200 mg tablets
A"n 400 CR '1vhav / TEGRETOL CR 400 mq tablets

2% 911'o '1vaav / TEGRETOL syrup 2%

AW DNY'WIONN W DOXT 17Vl KON (17va 15TV 7Y YrTInG Nwan n'ya 7RI 0'0Na NNan
.2023 "2 1101y naivn
.D"'WONN 21 Y7 W' X' YT . TA72 'MINtua YT (1DTY DUINND DADTYN 0'VII9N IT AYTINA

:DIYMIN 7527 019 'T-2Y 0'09TIN 07277 NI NIRNAN TIWNA MNXAY NIDNNN 1AXN1 DI0197 IN7w1 DI17un
2'aX 1, 7126 T'N ,6 yarn NXIN L,n"ya Rw 0'vnan

:0"'YDdNA N'INN

Epilepsy, Trigeminal neuralgia, Diabetes insipidus, Mania, prophylactic in manic-depressive
iliness.
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4.4 Special warnings and precautions for use

Hypersensitivity

Class I (immediate) hypersensitivity reactions including rash, pruritus, urticaria, angioedema and
reports of anaphylaxis have been reported with Tegretol. If a patient develops these reactions after
treatment with Tegretol, the drug must be discontinued, and an alternative treatment started. Tegretol
may trigger hypersensitivity reactions, including Drug Rash with Eosinophilia and Systemic
Symptoms (DRESS), a delayed multi-organ hypersensitivitydisorder with fever, rash, vasculitis,
lymphadenopathy, pseudolymphoma, arthralgia, leukopenia, eosinophilia, hepatosplenomegaly,
abnormal liver function tests and vanishing bile duct syndrome (destruction and disappearance of the

intrahepatic bile ducts), that may occur in various combinations. Other organs may also be affected
(e.g. lungs, kidneys, pancreas, myocardium and colon).(See Adverse drug reactions section).
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Patients who have exhibited hypersensitivity reactions to carbamazepine should be informed that
approximately 25 to 30% of these patients may experience hypersensitivity reactions with
oxcarbazepine (Trileptin®).

Cross-hypersensitivity can occur between carbamazepine and aromatic antiepileptic drugs (e.g.
phenytoin, primidone and phenobarbital).

In general, if signs and symptoms suggestive of hypersensitivity reactions occur, Tegretol should be
withdrawn immediately.

Pregnancy and females of reproductive potential

Carbamazepine may be associated with fetal harm when administered to a pregnant woman (see section
4.6 Fertility, pregnancy and lactation). Tegretol should be used during pregnancy only if the potential
benefit justifies the potential risks, following careful consideration of alternative suitable treatment
options.

The woman should be fully informed of and understand the risk of potential harm to the foetus if
carbamazepine is taken during pregnancy and therefore the importance of planning any pregnancy.
Adequate counselling should be made available to all pregnant women and women of childbearing
potential, regarding the risks associated with pregnancy due to potential teratogenic risk to the foetus
(see section 4.6 Fertility, pregnancy and lactation).

Women of childbearing potential should use effective contraception during treatment with
carbamazepine and for 2 weeks after the last dose (see below sub-section “Endocrinological effects” and
section 4.5 Interaction with other medicinal products and other forms of interaction and section 4.6
Fertility, pregnancy and lactation). Before the initiation of treatment with carbamazepine in a woman of
childbearing potential, pregnancy testing should be considered.

If a woman is planning to become pregnant, all efforts should be made to switch to appropriate
alternative treatment prior to conception and before contraception is discontinued. If a woman becomes
pregnant while taking carbamazepine, she should be referred to a specialist to reassess carbamazepine
treatment and consider alternative treatment options.

Excipients with known effect

Tegretol syrup contains the excipient propylene glycol (PG), which is generally considered safe.
However, in the neonate, if high doses or prolonged administration are warranted, PG toxicity can occur.
Effects such as lactic acidosis, central nervous system depression/toxicity, hyperosmolarity, haemolysis,
cardiac arrhythmia and seizures have been observed.
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4.5 Interaction with other medicinal products and other forms of interaction

Agents that may raise carbamazepine plasma levels

Antihistamines leratadine, terfenadine

Agents that may raise the active metabolite carbamazepine-10,11-epoxide plasma levels

Antiepileptics primidone, progabide, valproic acid, valpromide, brivaracetam

4.6 Fertility, pregnancy and lactation

Risk summary

Offspring of epileptic mothers are known to be more prone to developmental disorders, including
malformations. Although conclusive evidence from controlled studies with carbamazepine monotherapy
is lacking, developmental disorders and malformations, including spina bifida and also other congenital
anomalies, e.g. craniofacial defects, cardiovascular malformations, hypospadias and anomalies
involving various body systems, have been reported in association with the use of Tegretol.

Based on data in a North American pregnancy registry, the rate of major congenital malformations,
defined as a structural abnormality with surgical, medical, or cosmetic importance, diagnosed within 12
weeks of birth following maternal exposure to carbamazepine monotherapy in the first trimester was
3.0% (95% CI1 2.1-4.2%). As compared to pregnant women not taking any antiepileptic drug, the relative
risk was 2.7 (95% CI 1.1-7.0). There is evidence to suggest that the risk of malformation with
carbamazepine may be dose-dependent.

Neurodevelopmental disorders have been reported among children born to women with epilepsy treated
with carbamazepine alone or in combination with other antiepileptic drugs during pregnancy. Studies
related to the risk of neurodevelopmental disorders in children exposed to carbamazepine during
pregnancy are contradictory and a risk cannot be excluded.

Specialist medical advice regarding the potential risks to a foetus caused by both seizures and
antiepileptic treatment should be given to all women of childbearing potential taking antiepileptic
treatment, and especially to women planning pregnancy and women who are pregnant.
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Clinical considerations

Monitoring and prevention

Folic acid deficiency is known to occur in pregnancy. Antiepileptic drugs have been reported to
aggravate folic acid deficiency. This deficiency may contribute to the increased incidence of birth defects
in the offspring of treated epileptic women. Folic acid supplementation has therefore been recommended
before and during pregnancy. Folic acid supplementation (5 mg) should be commenced four weeks prior
to and continue for twelve weeks after conception.
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