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4.3 Contraindications

Known hypersensitivity to the active substance oxcarbazepine, eslicarbazepine or any of the excipients listed
in section 6.1.

4.4 Warnings and precautions
Hypersensitivity reactions

Hypersensitivity reactions, including class I reactions and other hypersensitivity reactions, have been reported
under treatment with oxcarbazepine. If such symptoms develop, Trileptin should be discontinued and the
patient switched to treatment with another antiepileptic drug.

Class | reactions: Symptoms ranging from rash, pruritus, urticaria, dyspnoea, bronchospasm and
angioedema to anaphylactic shock have been reported. The cases of anaphylactic angioedema involved the
larynx, glottis tongue, lips and eyelids; such reactions were observed both after the first dose and after
subsequent doses of Trileptin.

Patients who have exhibited hypersensitivity reactions to carbamazepine should be informed that the cross-
reaction rate for hypersensitivity reactions (e.g. serious skin reactions) with Trileptin treatment is 25-30%. For
this reason patients should be specifically asked about previous treatment with carbamazepine before
starting Trileptin therapy. Patients with a history of hypersensitivity reactions to carbamazepine should
generally only be treated with Trileptin if the potential benefit justifies the potential risk. If signs or
symptoms of hypersensitivity develop, Trileptin should be discontinued immediately.

Other hypersensitivity reactions, including multi-organ hypersensitivity reactions: Such reactions have been
observed both in adults and children in close temporal association (mostly within the first 3 weeks,
possibly also later) with the commencement of treatment. Symptoms varied greatly. Patients normally
exhibited not only fever and a rash, but also involvement of other organ systems. In this context there
have been reports of asthenia, pruritus, arthralgia, joint swelling, lymphadenopathy, splenomegaly,
haematological abnormalities (e.g. eosinophilia, thrombocytopenia, neutropenia), pulmonary oedema,
interstitial lung changes, abnormal liver function tests, hepatitis, proteinuria, oliguria, interstitial
nephritis, renal failure and hepatorenal syndrome. Symptoms in other organ systems may also occur.
Some cases led to hospitalisation, with isolated cases being regarded as life-threatening.

Association with the HLA-B*1502 allele

Retrospective studies in patients of Han Chinese or Thai descent demonstrated a strong correlation between
SJS/TEN skin reactions associated with the use of carbamazepine and the presence of the human leukocyte
antigen (HLA)-B*1502 allele. As the chemical structure of oxcarbazepine is similar to that of carbamazepine,
patients carrying the HLA-B*1502 allele are also presumed to have an increased risk of SJS/TEN skin
reactions with oxcarbazepine. Some data describe such an association for oxcarbazepine as well.

The prevalence of carriers of this allele is around 20% in the Philippines, 13.5% in Vietnam, 2-12% in
the Han Chinese population, at least 8% in Thailand and 2-6% in Korea and India. In contrast, the
prevalence of the HLA-B*1502 allele is negligible (<1%) in the Caucasian, African, Japanese, indigenous
American and Hispanic populations.




Association with the HLA-A*3101 allele

The human leukocyte antigen (HLA)-A*3101 may be a risk factor for the development of adverse skin
reactions such as SJS/TEN, drug rash with eosinophilia and systemic symptoms (DRESS), acute generalised
exanthematous pustulosis (AGEP) and maculopapular rash. In particular, there are data that suggest that the
HLA-A*3101 allele is associated with an increased risk of carbamazepine-induced skin reactions (SJS/TEN,
DRESS, AGEP) and maculopapular rash.

The prevalence of this allele varies widely in different ethnic populations. The prevalence in the European
population is around 2-5% and around 10% in the Japanese population. The prevalence of this allele is

The values given here relate to the prevalence of homozygous allele carriers. The proportion of heterozygotes
(and thus of people with a potentially increased risk of skin reactions) is nearly twice as high.

Screening for HLA-A*3101 is not recommended in population groups with a low prevalence. Similarly,
screening is not appropriate in patients who have already used Trileptin for a prolonged period as SIS/TEN,
DRESS, AGEP and maculopapular rash usually occur only in the first few months of therapy.

Patients of European or Japanese descent who carry the HLA-A*3101 allele may be treated with
Trileptin provided that the benefits outweigh the risks.

Genetic screening results are not a substitute for appropriate monitoring of the patient, particularly as
the risk of severe skin reactions may also be influenced by other factors (such as comorbidities).

Hyponatraemia

Serum sodium levels should be measured prior to initiating therapy in patients with pre-existing renal
conditions requiring a high fluid intake, patients with pre-existing low sodium levels (e.g. syndrome of
inappropriate ADH secretion) and patients treated concomitantly with sodium-lowering medicinal products
(e.g. diuretics, desmopressin) or with NSAIDs (e.g. indomethacin). Thereafter, serum sodium levels should
initially be measured after approximately two weeks and then at monthly intervals for the first three months
of treatment or according to clinical need. The aforementioned risk factors are particularly present in elderly
patients. For patients on Trileptin therapy in whom treatment with sodium-lowering medicinal products is
being initiated the same approach should be followed to determine serum sodium levels. In general, if clinical
symptoms suggestive of hyponatraemia occur during Trileptin treatment, serum sodium measurement should
be considered. In all other patients it is sufficient to assess serum sodium levels as part of routine laboratory
tests.

Very rarely, clinically relevant hyponatraemia (Na <125 mmol/l) can develop during Trileptin therapy.
This generally occurred during the first 3 months of treatment, although there were patients who first
developed a serum sodium level <125 mmol/l one year following initiation of therapy. Cases were also



observed involving seizures, disorientation, depressed level of consciousness, encephalopathy, visual
disturbances (e.g. blurred vision), vomiting, nausea and folic acid deficiency.

In isolated cases syndrome of inappropriate ADH secretion (SIADH) may occur under Trileptin
therapy.

Hypothyroidism

Hypothyroidism is a very rare adverse effect of oxcarbazepine. In view of the importance of thyroid hormones
for childhood development after birth it is advisable to carry out a thyroid function test before initiating
Trileptin therapy in the paediatric age group, particularly in children aged 2 years and under. In the paediatric
age group it is also recommended to monitor thyroid function during Trileptin therapy. In patients with
hypothyroidism monitoring of thyroid function is recommended to determine the dose for hormone
replacement therapy.

Suicidality

Suicidal ideation and behaviour have been reported in patients treated with antiepileptic drugs in several
indications. A meta-analysis of randomised, placebo-controlled studies with antiepileptic drugs also showed a
slightly increased risk of suicidal ideation and behaviour. The mechanism triggering this adverse effect is not
known and the available data do not rule out the possibility of an increased risk when taking Trileptin.

Therefore, patients should be monitored for signs of suicidal ideation and behaviour and appropriate treatment
should be considered. Patients (and their carers) should be advised to seek medical advice if signs of suicidal
ideation or behaviour emerge.

Hepatic function

Very rare cases of hepatitis have been reported, which in most cases resolved spontaneously. In case of
suspected hepatic impairment; hepatic function should be assessed and discontinuation of Trileptin treatment
should be considered. Caution is advised when treating patients with severe hepatic impairment (see
“Dosage/Administration” and “Properties/Actions™).

Renal function

In patients with renal impairment (creatinine clearance below 30 ml/min) caution is advised during Trileptin
treatment, especially concerning the starting dose and up-titration of the dose (see “Dosage/Administration”
and “Pharmacokinetics”).

There have been reports of reduced bone mineral density through to overt osteoporosis with the
occurrence of fractures during long-term use of Trileptin. The precise mechanism by which
oxcarbazepine affects bone metabolism is not yet known.

Withdrawal effects

As with other antiepileptic drugs, sudden withdrawal of Trileptin must be avoided. The dosage should
be reduced gradually to minimise the risk of triggering seizures, i.e. aggravation of seizures or status
epilepticus. If abrupt withdrawal of Trileptin is unavoidable — due to severe adverse effects, for example
— a suitable drug (e.g. i.v. or rectal diazepam; i.v. phenytoin) should be administered during the
changeover period to another antiepileptic drug and the patient monitored closely.

Oxcarbazepine has a weaker enzyme-inducing effect than carbamazepine. The dose of other
co-administered antiepileptic drugs may need to be lowered (see “Interactions”).

Interactions

Hormonal contraceptives: Patients of childbearing age should be advised that the concomitant use of Trileptin
with hormonal contraceptives may render the contraception ineffective (see “Interactions™). Additional, non-
hormonal contraceptive measures should be recommended to patients treated with Trileptin.

Vitamin B12 deficiency should either be ruled out or treated.
Alcohol: Patients treated with Trileptin should avoid alcohol due to a possible additive sedative effect.



4.5 Interactions

The following table provides an overview of the interactions of oxcarbazepine with other antiepileptic drugs.
See the text below the table for details.

Summary of antiepileptic drug interactions with Trileptin

Antiepileptic drug Co-
administered:

Influence of Trileptin on
antiepileptic drug Cpin:

Influence of antiepileptic
drug on MHD (**) AUC:

Carbamazepine

Clobazam
Felbamate
Lamotrigine
Phenobarbital
Phenytoin
Valproic acid

0-22% decrease
(30%  increase in
carbamazepine
epoxide)

Not studied

Not studied

No influence (*)
14-15% increase

0-40% increase

No influence

40% decrease

No influence

No influence

No influence
30-31% decrease
29-35% decrease
0-18% decrease

(*: No effect on Cmin, AUC 0or Cmax)
(**: MHD: Monohydroxy derivative (pharmacologically active metabolite of oxcarbazepine))

Influence of other medicinal products on oxcarbazepine pharmacokinetics

Strong inducers of cytochrome P450 such as rifampicin, carbamazepine, phenytoin or phenobarbital decrease
plasma/serum levels of MHD by 29-40%. Therefore, monitoring of plasma levels and/or dose adjustment
should be considered if one or more of these medicinal products are co-administered with
oxcarbazepine.

Cimetidine, erythromycin,
pharmacokinetics of MHD.

viloxazine,

warfarin and dextropropoxyphene had no effect on the

4.6 Pregnancy/Breast-feeding
Pregnancy

General risks associated with epilepsy and the use of antiepileptic drugs

It has been shown that the rate of malformations in the children of women with epilepsy is two to three times
higher than the rate of approximately 3% in the general population. In women receiving treatment an
increase in malformations was seen particularly in those receiving combination therapy; however, the
extent to which the relevant treatment and/or the condition itself were responsible could not be
established. Effective antiepileptic treatment should not be interrupted during pregnancy since aggravation of
the illness is associated with risks to both the mother and the fetus.

Risks due to oxcarbazepine

Animal studies demonstrated an increased incidence of embryo mortality, delayed growth and isolated
cases of malformations at high, maternally toxic doses (see “Preclinical data™).

Neonates

Rare cases of hypocalcaemia have been observed in neonates whose mothers were treated with
antiepileptic drugs during pregnancy. These cases were due to disorders of calcium phosphate
metabolism and bone mineralisation.



4.8 Adverse effects

Endocrine disorders
Common: Increased weight.

Metabolism and nutrition disorders
Common: Hyponatraemia, more frequently in elderly patients (see “Warnings and precautions™).

Nervous system disorders
Very common: Light-headedness (22.6%0), dizziness (22.6%), somnolence (22.5%), headache (14.6%).

. .

Hepatobiliary disorders
Uncommon: Increased transaminases and/or alkaline phosphatase.

DN 1HVa

N9YIN2 WIY 2aY .2

$ON N9 YNRNYNY PN
YT DP9 MINY PATAIPIYON (PVOIV DY DOYAN AMIND) PATAIPOPIND AT (MITON) I MmN o v

090N YT 6 PYD NNI)_.NNIND NN YN DIFDNN DYIINNN TN 57 IN- ()PP9139POPINY
PRIV NHIVI MAY NN NN YT, T2IY NI N ON
LNOYIA WO XION NNRY 19TV 2WIN NN ON

$N9Y9IN YINIYYT MY MTNHPN MININ

: DN NOYIY 990,001 D190 7D

L(POADMV) POTAIPOPING OTIP NPV 0NN MMHITN HY DINN DIND IN YA NDNI R NN NNNPD DY N
NINN NN 92 IN PATNITIP (PP O1APOPING 71T D999 99IN) 1293299 ON

NN 197 HIIYY DTN MPITa HY MINSHINN

501 NNARY TPYY ININKND NN NX Y75 TYY 0»IY DI900 IN NN Y N U5 IN INIDT DIPN DI9°0 Y »ab
RIAL P20 1Y)

1919 PVAYIIVA YINIY

Son6ba- ey NNYINA ANRY IN 790192 NOINN NN DY 1N

9N YINIYI NN

s

YPNRY TOU ROIY M9 .T9W NYNNHM B NYSWI NNY NDIYY MNNA IN D1PYINA WHNWN MY 79w N9
QoM

1199902 wnnun 195 .3
900 NNY

MNXNN NPYAVN NN YITAY ¥ ANYHA DY HPNY 7o) DINNN NWY IMIN NMINND IV D NONN 1P ¥ MNNNNI NYYIVH
27 Y MvPp MNd oy
NDIYM HHAL 1TV 1NN NPTAVN NN VIYSY IN YINIY 9ION

s

INNY MYOIN .4

S0 79929 OINT AYIY NN ITYINY N IN XY 1913 139 ,MINAN INNDD MYINN 95° IN HNNA Y9N NNN ON
$9799 91990 NYNTH AN IXNY NYINY D1IYNIN 023100 MDY 0INVYY NYN 0INON

voe

L0590 IN MIPIND NYIND DPYP IN YN YN 0999 ,29 H1ava

NPXION MIANM NYN MAYPNN ,NPNIAOY 11D NI MNP DY IN MYN DY DIWAVYNN DIINN DINOND DNNDOD
BaiRhlalal

vee



$IMINAN INNDN MYDINN 9N IN NN Y9N NN ON YIYONN DTPN2 TOW NXOIY M9

,D>PTO XY NON MINNN MY NI, MNP, 09390 M) D150 MDA NIEPY HYIND ,TYT ,WN IND
SO0 9910 191N MIFN AN MITIN ,(MIEITINIP) MPNINN DINN MPIDN 7200 DAY PRY DINNA DY9sHY
“M2572 MYI9N ,PNIT

0°92P1NN B99IVN INNT (BXYN DITHT) DITNAINVDINY (7)) DIY MDYAY) NNIDINVOIN 1) MNYYN HY MINN
N8P D93V ) 19 TYINN D19V

voe

$PPVA990 NYIVIA YNHINAY NMIYY MNIN INNDN MYDIN

voe

:(100 TINN DOWNRNWN 10 TY 1 -2 MYNIN) MNIY INNY MY
N9 MYI9N ,NIYIN WY NPYI PR, N99NYN MR ,TINID MYIOT , 10T AN VXY WO ,SPuna Ny
L(HIYVNN) 2291 NN YOI

voe

15901 INNY MYIN
,897 N9 A1, 9P Wna N9, N1V myran

soe



	2. לפני שימוש בתרופה
	אין להשתמש בתרופה אם:

	אם אתה חושב שיתכן שאתה אלרגי, היוועץ ברופא.
	לפני הטיפול בטרילפטין, ספר לרופא אם:
	אי פעם פיתחת פריחה לא רגילה בעור או סימנים אחרים של אלרגיה במהלך טיפול קודם באוקסקרבזפין (טרילפטין), אסליקרבזפין (חומר פעיל דומה לאוקסקרבזפין), קרבמזפין או כל תרופה אחרת
	...
	התוצאות של בדיקות הדם שעברת היו חריגות
	...
	לפני כל טיפול חירום רפואי או כל סוג של ניתוח או טיפול שיניים עליך ליידע את הרופא האחראי עליך שאתה נוטל טרילפטין.
	...
	שימוש בטרילפטין ומזון
	ניתן ליטול את התרופה במהלך או לאחר הארוחה עם או בלי אוכל.
	...
	...
	3. כיצד תשתמש בתרופה?
	...
	צורת הנטילה
	לטבליות המצופות יש קו חצייה כך שניתן לחצות אותן לשני חצאים וכך להקל על בליעתן. יש לבלוע את הטבליות המצופות עם כמות קטנה של נוזל.
	...
	4. תופעות לוואי

