EPILIM ®

(Sodium Valproate)

EPILIM ® CHRONO

(Sodium Valproate/Valproic Acid)

COMPOSITION

Epilim chrono (unscored tablet)

Epilim Chrono 200 per tab.
Yoo 1N ] g IR =] o] (o= L= PSR 133.2mg
ValPrOiC @CId. ...ttt 58.0 mg
corresponding to 200 mg of sodium valproate faatiett.

Epilim Chrono 300 per tab.
SOIUM VAIPIOALE ... 199.8 mg
ValproiC ACid..........coiii i e e e e e e e e e e e e e ananes 87.0 mg

corresponding to 300 mg of sodium valproate faatlet.

Epilim chrono (scored tablet)

Epilim Chrono 500 per tab.
Yo Lo 18] g IR = o] (0= L (= PP 333.0mg
ValProiC @Cid. . ...ttt 145.0 mg

corresponding to 500 mg of sodium valproate faatiet.

Epilim enteric coated tablets

Epilim 200 Enteric Coated Tablets per tab.
SOIUM VAIPIOALE ...t 200.0 mg
Epilim syrup

Epilim Syrup per 5 ml
SOIUM VAIPIOALE .. vvvvviiieiieeeee e e e e e 200.0 mg

CLINICAL PARTICULARS

Therapeutic Indications

Epilepsy

For oral administration in the treatment of gerieeal, partial or other epilepsy with the followipgtterns of
seizures:

absence

myoclonic

tonic-clonic

atonic

mixed

As well as, for partial epilepsy:

simple or complex seizures

secondary generalized seizures

specific syndromes (West, Lennox-Gastaut)

Mania
For treatment of mania where other therapy hasquravadequate or is inappropriate.

Posology and Method of Administration
Epilim Chrono Controlled Release tablets are fat administration.
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Epilim Chrono is a prolonged release formulationEpflim which reduces peak concentration and erssure
more even plasma concentrations throughout the day.

Epilim Chrono may be given once or twice daily. Thblets should be swallowed whole and not crushed
chewed.

Daily dosage requirements vary according to agebaaly weight.

In patients where adequate control has been achiEp#im Chrono formulations are interchangeabléhwi
other conventional or prolonged release formulation an equivalent daily dosage basis.

In view of the sustained release process and theeaf the excipients in the formula, the inerttrixaof the
granules is not absorbed by the digestive traid.dliminated in the stools after the active sabsés have been
released.

Epilim Enteric Coated Tablets are for oral admiaisbn.

Daily dosage requirements vary according to agebaay weight.

Epilim tablets may be given twice daily. Tabletsslkl be swallowed whole and not crushed or chewed.
In patients where adequate control has been achiep#im Chrono formulations are interchangeablthwi
other conventional or prolonged release formulation an equivalent daily dosage basis.

Epilim Syrup is for oral administration.

Daily dosage requirements vary according to agebaaly weight.

Epilim Syrup may be given twice daily. If it is rexsary to dilute Epilim Syrup, the recommendededitus
Syrup BP, but syrup containing $8s a preservative should not be used. The dijuteduct will have a 14-
day shelf life.

Dosage

Epilepsy
Usual requirements are as follows:

Adults

Dosage should start at 600mg daily increasing nRfat three-day intervals until control is achibvEhis

is generally within the dosage range 1000mg to 2@pPer day, ie 20-30mg/kg body weight. Where adeqgua
control is not achieved within this range the dsgy be further increased to 2500mg per day.

Children over 20kg
Initial dosage should be 400mg/day (irrespectiveifjht) with spaced increases until control isieedd; this
is usually within the range 20-30mg/kg body weigét day.

Children under 20kg

20mg/kg of body weight per day; in severe casesrtiay be increased but only in patients in whonsma
valproic acid levels can be monitored. Above 40rgfky, clinical chemistry and Hematological parasret
should be monitored. Epilim syrup should be useithiggroup of patients.

Use in the elderly

Although the pharmacokinetics of valproate are riediin the elderly, they have limited clinical sificance
and dosage should be determined by seizure comtielvolume of distribution is increased in theeelgd and
because of decreased binding to serum albumirprity@ortion of free drug is increased. This willef the
clinical interpretation of plasma valproic acid déw.

In patients with renal insufficiency
It may be necessary to decrease dosage. Dosagkl df@adjusted according to clinical monitoringcgin
monitoring of plasma concentrations may be miskeg(iee Pharmacokinetic Properties).

In patients with hepatic insufficiency

Salicylates should not be used concomitantly walproate since they employ the same metabolic pathw
(see also Special Warnings and Precautions for &rs# Undesirable Effects)iver dysfunction, including
hepatic failure resulting in fatalities, has oceudfrin patients whose treatment included valproid ésee
Contra-indications and Special Warnings and Pre@mnd for Use).
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Salicylates should not be used in children undeyelis(see aspirin/salicylate product information on Reye
syndrome)In addition in conjunction with Epilim, concomitiuse in children under 3 years should be avoided
as it can increase the risk of liver toxic{see Special Warnings).

In female children, women of childbearing potengéial pregnant women

Epilim must be initiated and supervised by a spistiaxperienced in the management of epilepsyipolar
disorder. Valproate should not be used in femalleliem and women of childbearing potential unledso
treatments are ineffective or not tolerated.

In the exceptional circumstance when valproatéhés dnly treatment option during pregnancy in epitep
women, Epilim should preferably be prescribed asatioerapy and at the lowest effective dose, if ipbssis
a prolonged release formulation. The daily doseasf-prolonged release formulations should be dividéo
at least two single doses during pregnancy.

Valproate is prescribed and dispensed accordingh¢o Valproate Pregnancy Prevention Program (See
Pregnancy Prevention Program in Special WarningsPaacautions for Use).

Combined Therapy

When starting Epilim in patients already on otheticonvulsants, these should be tapered slowljiation of
Epilim therapy should then be gradual, with tam@se being reached after about 2 weeks. In certsies it
may be necessary to raise the dose by 5 to 10nagkg/hen used in combination with anticonvulsartigctv
induce liver enzyme activity, eg phenytoin, pherbiial and carbamazepine. Once known enzyme inducer
have been withdrawn it may be possible to mainsgiizure control on a reduced dose of Epilim. When
barbiturates are being administered concomitamly particularly if sedation is observed (particlylan
children) the dosage of barbiturate should be reduc

NB: In children requiring doses higher than 40mddky clinical chemistry and Hematological paraneter
should be monitored.

Optimum dosage is mainly determined by seizure robrind routine measurement of plasma levels is
unnecessary. However, a method for measuremetasp levels is available and may be helpful witesee

is poor control or side effects are suspe¢te@ Pharmacokinetic Properties).

Mania

Initially dosage should start with 600mg daily ieasing by 200mg/day at three-day intervals untiltics is
achieved. This is generally within the range 1,60@,000 mg/day (ie 20 to 30mg/kg/day). Where adézju
control is not achieved within this range the dosgy be further increased to 2,500mg/day.

Only for Bipolar indication

In children and adolescents:

The efficacy of Epilim for the treatment of manigigodes in bipolar disorder has not been estaluishe
patients aged less than 18 years. See SectioneBMarnings and Precautions for Use and Unde®reffécts
for safety information.

Contra-indications
Epilim is contraindicated in the following situatis

Active liver disease

Personal or family history of severe hepatic dysfiom, especially drug related

Hypersensitivity to sodium valproate

Porphyria

Known urea cycle disorders

Patients with known systemic primary carnitine dieficy with uncorrected hypocarnitinemia (see secti
Special warnings and special precautions forRet@nts at risk of hypocarnitinen)ia

Patients known to have mitochondrial disorders eduby mutations in the nuclear gene encoding
mitochondrial enzyme polymeragsgPOLG, e.g. Alpers-Huttenlocher Syndrome) andhitldecen under two
years of age who are suspected of having a POLaerkHisordersee Special warninys

Treatment of epilepsy
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* in pregnancy unless there is no suitable alteradtizatment (see Special Warnings and Precautioridse
and Pregnancy).

« in women of childbearing potential, unless thenedther alternative treatment and unless theitiond of
the pregnancy prevention program are fulfilled (Special Warnings and Precautions for Use and Rrexy).
Treatment of bipolar disorder

in pregnancy (see Special Warnings and Precaufiorigse and Pregnancy).

in women of childbearing potential, unless thereasther alternative treatment and unless theitiond of
the pregnancy prevention program are fulfilled Special Warnings and Precautions for Use and Rrexy).

Special Warnings and Precautions for Use

Liver dysfunction

Conditions of occurrence:

Severe liver damage, including hepatic failure siimmes resulting in fatalities, has been very rarelyorted.

Experience in epilepsy has indicated that patiemdst at risk, especially in cases of multiple asmiaulsant
therapy, are infants and in particular young clitdunder the age of 3 years and those with seeirars

disorders, particularly those with brain damagentaleretardation and (or) congenital metabolic disos

including mitochondrial disorders such as carnititeficiency, urea cycle disorders, POLG mutatiosese(
section Special warnings and special precautionsde) or degenerative disease.

After the age of 3 years, the incidence of occureen significantly reduced and progressively dases with

age.

The concomitant use of salicylates should be abidechildren under 3 years of age due to the oiskver
toxicity. Additionally, salicylates should not bead in children under 16 yedsee aspirin/salicylate product
information on Reye’s syndrome).

Monotherapy is recommended in children under thed years when prescribing Epilim, but the po&tn
benefit of Epilim should be weighed against th& o$ liver damage or pancreatitis in such patiqarter to
initiation of therapy.

In most cases, such liver damage occurred duriaditst 6 months of therapy, the period of maximrisk
being 2-12 weeks.

Suggestive signs:
Clinical symptoms are essential for early diagndsigarticular the following conditions which mayecede

jaundice should be taken into consideration, egfigcin patients at risk(see above ‘Conditions of
occurrence’):

non -specific symptoms, usually of sudden onseth aas asthenia, malaise, anorexia, lethargy, edemda
drowsiness, which are sometimes associated withated vomiting and abdominal pain.

in patients with epilepsy, recurrence of seizures.

These are an indication for immediate withdrawahef drug.

Patients (or their family for children) should mstructed to report immediately any such signs physician
should they occur. Investigations including clinieaamination and laboratory assessment of livactions
should be undertaken immediately.

Detection:

Liver function tests should be performed before #reh periodically monitored during the first 6 ntiog of
therapy, especially in those who seem most af(sis& also Interactions with other medication ameioforms
of interaction), and those with a prior historyligér disease.

Amongst usual investigations, tests which reflecttgin synthesis particularly prothrombin rate, arest
relevant.

Confirmation of an abnormally low prothrombin rafearticularly in association with other biological
abnormalities (significant decrease in fibrinoge @oagulation factors; increased bilirubin leved aaised
transaminases) requires cessation of Epilim therapy

As a matter of precaution and in case they arentak@comitantly, salicylates should also be disoomd
since they follow the same metabolic pathway.

Patients with known or suspected mitochondrial disease
Valproate may trigger or worsen clinical signs oflerlying mitochondrial diseases caused by mutatafn
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mitochondrial DNA as well as the nuclear-encoded 8@ene. In particular, acute liver failure andeliv
related deaths have been associated with valptoséément at a higher rate in patients with heaedit
neurometabolic syndromes caused by mutations igéhne for mitochondrial enzyme polymerasg°OLG;
e.g. Alpers-Huttenlocher Syndrome). POLG-relatesbrtlers should be suspected in patients with alyfami
history or suggestive symptoms of a POLG-relatesbrdier, including but not limited to un-explained
encephalopathy, refractory epilepsy (focal, myompnstatus epilepticus at presentation, develogaien
delays, psychomotor regression, axonal sensorimob@uropathy, myopathy cerebellar ataxia,
ophthalmoplegia, or complicated migraine with odeipaura. POLG mutation testing should be perfatrime
accordance with current clinical practice for tiegadostic evaluation of such disordesed Contraindications

Urea cycle disorders and risk of hyperammonemia: When a urea cycle enzymatic deficiency is suspected
metabolic investigations should be performed pigotreatment because of the risk of hyperammonevitia
valproate (see section Contraindication and se@joecial warnings and special precautions for Baéents

at risk of hypocarnitinemia and Severe liver damage

Patients at risk of hypocarnitinemia

Valproate administration may trigger occurrence vaorsening of hypocarnitinemia that can result in
hyperammonaemia (that may lead to hyperammonemiepdralopathy). Other symptoms such as liver
toxicity, hypoketotic hypoglycaemia, myopathy indilng cardiomyopathy, rhabdomyolysis, Fanconi
syndrome have been observed, mainly in patiente wik factors for hypocarnitinemia or pre-existing
hypocarnitinemia. Valproate may decrease carnitined and tissue levels and therefore impair miboctnial
metabolism including the mitochondrial urea cy&latients at increased risk for symptomatic hypatiaemia
when treated with valproate include patients wititabolic disorders including mitochondrial disosieglated

to carnitine(see also Warnings datients with known or suspected mitochondrial aégsmand urea cycle
disorders and risk of hyperammonemi@)pairment in carnitine nutritional intake, patietounger than 10
years old, concomitant use of pivalate-conjugatedinines or of other antiepileptics.

Patients should be warned to report immediately sigps of hyperammonemia such as ataxia, impaired
consciousness, vomiting for further investigati@arnitine supplementation should be considered when
symptoms of hypocarnitinemia are observed.

Patients with known systemic primary carnitine dieficy and corrected for hypocarnitinemia shoulttéated
with valproate only if the benefits of valproateatment outweigh the risks in these patients aacktts no
suitable therapeutic alternative. In these patjesitse monitoring for recurrence of hypocarnitin@rshould

be implemented.

Patients with an underlying carnitine palmitoyltséerasg(CPT) type Il deficiency should be warned of the
greater risk of rhabdomyolysis when taking valpeo&arnitine supplementation should be considerd¢idse
patients

See also Sections Interactions with other medinadiod other forms of interaction, undesirable é¢ffemd
overdose.

As with most antiepileptic drugs, increased liverymes are common, particularly at the beginnindpefapy;
they are also transient.

More extensive biological investigations (includipgpthrombin rate) are recommended in those patient
reduction in dosage may be considered when apptepaind tests should be repeated as necessary.

Pancreatitis

Pancreatitis, which may be severe and result alif@s, has been very rarely reported. Patiengee&ncing
nausea, vomiting or acute abdominal pain shoule lagerompt medical evaluation (including measurdragn
serum amylase). Young children are at particuksk this risk decreases with increasing age. Sesaireires
and severe neurological impairment with combinatmticonvulsant therapy may be risk factors. Hepati
failure with pancreatitis increases the risk oafatutcome. Patients experiencing acute abdomaialghould
have a prompt medical evaluation. In case of patiti€ valproate should be discontinued.

Female children, women of childbearing potential and pregnant women

Pregnancy Prevention Program
Valproate has a high teratogenic potential andofil exposeth uteroto valproate have a high risk for
congenital malformations and neurodevelopmentalrders (see Pregnancy).
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Epilim is contraindicated in the following situatis

Treatment of epilepsy

in pregnancy unless there is no suitable alteradteatment (see Contraindication and pregnancy).

in women of childbearing potential, unless thenedther alternative treatment and unless theitiond of
the pregnancy prevention program are fulfilled (Seetions Contraindication and pregnancy).
Treatment of bipolar disorder

in pregnancy (see Special Warnings and Precaufiiorigse and Pregnancy).

in women of childbearing potential, unless thereasther alternative treatment and unless theitiond of
the pregnancy prevention program are fulfilled (Special Warnings and Precautions for Use and Rrexmy)

Conditions of Pregnancy Prevention Program:

The prescriber must ensure that

* Individual circumstances are evaluated in each aasediscussed with the patient. This is to guasitie
patient’'s engagement and understanding of the piketi options together with the risks and the mess
needed to mitigate the risks.

« the potential for pregnancy is assessed for albferpatients.

« the patient understands and acknowledges the ofskengenital malformations and neurodevelopments
disorders including the magnitude of these riskscfaldren exposed to valproateutera

« the patient understands the need to undergo pregrtesting prior to initiation of treatment and ihgy
treatment, as needed.

« the patient is counselled regarding contracepton, that the patient is capable of complying wiith heed
to use effective contraception (see subsectionrgoaption of this warning), without interruptionrahg the
entire duration of treatment with valproate.

» the patient understands the need for regular ést lnnual) review of treatment by a specialiseerpced
in the management of epilepsy, or bipolar disorders

« the patient understands the need to consult hesigihg as soon as she is planning pregnancy toetimely
discussion and switching to alternative treatmeptioms prior to conception, and before contracepi®
discontinued.

« the patient understands the need to urgently cbheuphysician in case of pregnancy.

« the patient has received the patient guide.

« the patient has acknowledged that she has unddrétechazards and necessary precautions assowiled
valproate use (Annual Risk Acknowledgement Form).

These conditions also concern women who are notistly sexually active unless the prescriber carsidhat
there are compelling reasons to indicate that tiseme risk of pregnancy.

Pharmacist or other health care professional (to badapted locally) must ensure that
The patients are advised not to stop valproate ecaidn and to immediately contact a specialistaisecof
planned or suspected pregnancy.

Female children

e The prescribers must ensure that parents/caregdfeismale children understand the need to corttaet
specialist once the female child using valproaggeeiences menarche.

» The prescriber must ensure that parents/caregofeiesmale children who have experienced menarche al
provided with comprehensive information about eks of congenital malformations and neurodevelapale
disorders including the magnitude of these riskscfaldren exposed to valproateutera

* In patients who experienced menarche, the presgifpecialist must reassess the need for valptioatapy
annually and consider alternative treatment optidingalproate is the only suitable treatment, ttezd for
using effective contraception and all other cowdisi of pregnancy prevention program should be déssl
Every effort should be made by the specialist tidchwthe female children to alternative treatmesfobe they
reach adulthood.

Pregnancy test
Pregnancy must be excluded before start of tredtmigh valproate. Treatment with valproate must het

initiated in women of childbearing potential withaunegative pregnancy test (plasma pregnancyresilt,
confirmed by a health care provider, to rule ouhtended use in pregnancy.
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Contraception
Women of childbearing potential who are prescrilvatproate must use effective contraception, withgut

interruption during the entire duration of treatmerith valproate. These patients must be providéith w
comprehensive information on pregnancy preventiahsiould be referred for contraceptive advicbefitare
not using effective contraception. At least oneetfre method of contraception (preferably a usdependent
form such as an intra-uterine device or implantfvao complementary forms of contraception includang
barrier method should be used. Individual circumsts should be evaluated in each case, when clgoibsin
contraception method involving the patient in tisedssion, to guarantee her engagement and coropheith
the chosen measures. Even if she has amenorrh@austiéollow all the advice on effective contracept

Annual treatment reviews by a specialist

The specialist should at least annually review Waetalproate is the most suitable treatment ferphtient.
The specialist should discuss the annual risk aeledgement form, at initiation and during each aimeview
and ensure that the patient has understood itesbnt

Pregnancy planning
For the epilepsy indication, if a woman is plannitagbecome pregnant, a specialist experienced en |th
management of epilepsy must reassess the valgiaatgpy and consider alternative treatment optiBrsry
effort should be made to switch to appropriate raftéve treatment prior to conception, and befqre
contraception is discontinued (see Section pregraifcswitching is not possible, the woman shorddeive
further counselling regarding the valproate rigksthe unborn child to support her informed decisioaking
regarding family planning.

For the mania indication, if a woman is planninglecome pregnant, a specialist experienced in [the
management of bipolar disorder must be consulteghtment with valproate should be discontinuedrpgro
conception, and before contraception is discontnué needed, alternative treatment options shdagd
considered.

In case of pregnancy

If a woman using valproate becomes pregnant, shet bmuimmediately referred to a specialist to rehgate
treatment with valproate and consider alternatptons. The patients with a valproate exposed pegyand
their partners should be referred to a specialisedgenced in teratology/ pre-natal medicine foalaation and
counselling regarding the exposed pregnancy (seto8gregnancy).

Educational materials

In order to assist healthcare professionals aridrgatin avoiding exposure to valproate during peewy, the
Marketing Authorization Holder has provided eduaa#il materials to reinforce the warnings and previd
guidance regarding use of valproate in women ofdbkaring potential and the details of the pregganc
prevention program. These educational materialsdaca patient guide and patient card to be pralvigeall
women of childbearing potential using valproate.

A risk acknowledgement form is intended to be uasetime of treatment initiation and during each wain
review of valproate treatment by the specialistl ahen a woman is planning a pregnancy or is pregna

Use in male patients of reproductive potential

A retrospective observational study indicates ameased risk of neurodevelopmental disorders (NDDs)
children born to men treated with valproate in $heonths prior to conception, compared to thosatéi
with lamotrigine or levetiracetam (see section Reeqy).

Despite study limitations, by way of precautionse fprescriber should inform the male patients @ th
potential risk. The prescribers should discuss Withpatient, the need for effective contraceptinoluding
for the female partner, while using valproate and 3 months after stopping the treatment. The tisk
children born to men stopping valproate at leastn@nths prior to conception (i.e., allowing a new
spermatogenesis without valproate exposure) i&maivn.

The male patient should be advised:

- not to donate sperm during treatment and for &thmafter stopping the treatment,

- of the need to consult his doctor to discusgméive treatment options, as soon as he is plgnoifiather

a child, and before discontinuing contraception,

- that he and his female partner should contadt treetor for counseling in case of pregnancy & used
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valproate within 3 months prior to conception.

The male patient should also be informed abounh#es for regular (at least annual) review of treathby a
specialist experienced in the management of epilepsbipolar disorder. The specialist should atslea
annually review whether valproate is the most &lgtgreatment for the patient. During this revieive
specialist should ensure the male patient has adkdged the risk and understood the precautiondatke
with valproate use (Annual Risk AcknowledgementrirprEducational materials are available for healtbc
professionals and male patients. A patient guideishbe provided to all men of reproductive potaintising
valproate.

Educational materials

In order to assist healthcare professionals aniériatin avoiding exposure to valproate during tilvee of
conception, the Marketing Authorization Holder lpsvided educational materials to remind the wagsin
and provide guidance regarding use of valproataen of reproductive potential including a patieunidg for
male patients to be provided to all men of reprégleqgotential using valproate.

Estrogen-containing products

Valproate does not reduce efficacy of hormonal remefptives.

However, estrogen-containing products, includintgogen-containing hormonal contraceptives, mayaase
the clearance of valproate, which may result inreieged serum concentration of valproate and pathnti
decreased valproate efficacy. Prescribers shoulditoroclinical response (seizure control or mooditonl)
when initiating or discontinuing estrogen-contagroducts. Consider monitoring of valproate setewels
(see section Interactions with other medication @thér forms of interaction).

Suicidal ideation and behavior

Suicidal ideation and behavior have been repontegatients treated with anti-epileptic agents inesal
indications. A meta-analysis of randomized placebptrolled trials of anti-epileptic drugs has agmwn a
small increased risk of suicidal ideation and bétvawhe mechanism of this risk is not known areldlvailable
data do not exclude the possibility of an increassdfor sodium valproate.

Therefore patients should be monitored for signsuddidal ideation and behavior and appropriatattinent
should be considered. Patients (and caregiversatiergs) should be advised to seek medical advice
immediately should signs of suicidal ideation ohd&or emerge.

Carbapenems agents:
The concomitant use of Epilim and carbapenem agsentet recommendeds€e Interactions with Other
Medicaments and Other Forms of Interaction).

Aggravated convulsions

As with other antiepileptic drugs, some patientsymaperience, instead of an improvement, a reviersib
worsening of convulsion frequency and severity I(iding status epilepticus), or the onset of newesypf
convulsions with valproate. In case of aggravatmuvalsions, the patients should be advised to dotiseir
physician immediately (see section Undesirablecesje

Precautions

Hematological tests: Blood tests (blood cell count, including plateleunt, bleeding time and coagulation
tests) are recommended prior to initiation of tipgrar before surgery, and in case of spontaneauisibg or
bleeding(see Undesirable Effects)

Renal insufficiency

In patients with renal insufficiency, it may be pesary to decrease the dosage. As monitoring shyaa
concentrations may be misleading, dosage shoultpested according to clinical monitoriigee Posology
and Method of Adminstration and Pharmacokineticfemies).

Patients with systemic lupus erythematosus: Although immune disorders have been noted only gtimeally
during the use of Epilim, the potential benefitegfilim should be weighed against its potential fiskbatients
with systemic lupus erythematodigee also Undesirable Effects).

Hyperammonemia: When a urea cycle enzymatic deficiency is suspeatedabolic investigations should be
performed prior to treatment because of the rishygferammonemia with valproate.
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Hyperammonemia, which may be present in the absafrelenormal liver function tests, can occur inigrats

during treatment with sodium valproate. This magastonally present clinically, with or without lettyy or

coma, as vomiting, ataxia and increasing cloudingposciousness.

Should these symptoms occur, hyperammonaemic ealogathy should be considerésee Urea Cycle
Disorders)and Epilim should be discontinued.

Hyperammonaemic encephalopathy, sometimes fatal,be@n reported following initiation of valproate
therapy in patients with urea cycle disorders,caugrof uncommon genetic abnormalities, particularlithine
transcarbamylase deficiency. Prior to the initiatiof valproate therapy, evaluation for UCD shoukl b
considered in the following patients:

1) those with a history of unexplained encephalopat coma, encephalopathy associated with a préded,
pregnancy-related or postpartum encephalopathyplai@ed mental retardation, or history of elevaiabma
ammonia or glutamine; 2) those with cyclical vomitiand lethargy, episodic extreme irritability,>a&a low
BUN, or protein avoidance; 3) those with a familgtary of UCD or a family history of unexplainedfamt
deaths (particularly males); 4) those with othgnsior symptoms of UCD. Patients who develop symptof
unexplained hyperammonaemic encephalopathy whdeivieg valproate therapy should receive prompt
treatment (including discontinuation of valprodterapy) and be evaluated for underlying urea ayislerders.

Ornithine Transcarbamylase (OTC) Deficiency: The females who are heterozygous for OTC deficidrae
a spectrum of clinical and biochemical findingspeieding on the extent of inactivation of the X-aghasome.
Females may show a range of symptoms due to hypesaemia which, may be episodic, and therefore
difficult to diagnose. The acute symptoms includadaches, vomiting, irritability, bizarre behaviethargy,
ataxia, tremors, seizures (generalised tonic-cloaic focal) and coma. Valproate may precipitate
hyperammonemia symptoms in those who have prekexiQTC deficiency. As the symptoms may include
seizures, any female with valproate-associated symgtic hyperammonemia should be evaluated for OTC

deficiency. Investigations should include measumnoé plasma amino acids and the immediate cessafio
valproate should result in clinical improvement

Alcohol: Alcohol intake is not recommended during treatnveith valproate.

Children

Monotherapy is recommended in children under theedd years when prescribing Epilim, but the ptiédn
benefit of Epilim should be weighed against th& 6§ liver damage or pancreatitis in such patignter to
initiation of therapy (see Special Warnings andcRutions for Use and see also Interactions withe©th
Medicaments and Other Forms of Interaction).

The concomitant use of salicylates should be abidechildren under 3 years of age due to the aiskver
toxicity.

Weight gain: Epilim very commonly causes weight gain, which nimy marked and progressive. Patients
should be warned of the risk of weight gain at ithigation of therapy and appropriate strategiesusth be
adopted to minimize the rigkee Undesirable Effects)

Diabetic patients: Valproate is eliminated mainly through the kidneyastly in the form of ketone bodies; this
may give false positives in the urine testing ofgible diabetics.
Care should be taken when treating diabetic patieith Epilim syrup which contains sucrose 3.6g/5ml

Interactions with Other Medicaments and Other Formsof Interaction
Effects of valproate on other drugs

- Neuroleptics, MAO inhibitors, antidepressants and benzodiazepines

Valproate may potentiate the effect of other psydpics such as neuroleptics, MAO inhibitors,
antidepressants and benzodiazepines; therefongatlimonitoring is advised and dosage should lpestet
when appropriate.

- Lithium
Epilim has no effect on serum lithium levels.
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- Phenobarbital

Epilim increases phenobarbital plasma concentrat{dne to inhibition of hepatic catabolism) andageuh
may occur, particularly in children. Thereforenpatial monitoring is recommended throughout the fissdays
of combined treatment with immediate reduction lbémobarbital doses if sedation occurs and detetinma
of phenobarbital plasma levels when appropriate.

- Primidone

Epilim increases primidone plasma levels with exlaaton of its adverse effects (such as sedatthake signs
cease with long-term treatment. Clinical monitorisgecommended especially at the beginning of d¢oetb
therapy with dosage adjustment when appropriate.

- Phenytoin

Epilim decreases phenytoin total plasma concentratloreover Epilim increases phenytoin free forithw
possible overdosage symptoms (valproic acid diggslaghenytoin from its plasma protein binding saes
reduces its hepatic catabolism). Therefore, clinianitoring is recommended when phenytoin plasavals
are determined, the free form should be evaluated.

- Carbamazepine

Clinical toxicity has been reported when valproates co-administered with carbamazepine as valproate
potentiate toxic effect of carbamazepine. Clinicadnitoring is recommended especially at the begmf
combined therapy with dosage adjustment when apiatep

- Lamotrigine

Epilim reduces the metabolism of lamotrigine anttéases the lamotrigine mean half-life by nearlg-faid.
This interaction may lead to increase lamotrigimdity, in particular serious skin rashes. Therefolinical
monitoring is recommended and dosages should bstadj(lamotrigine dosage decreased) when appr@pria

- Zidovudine
Valproate may raise zidovudine plasma concentrd¢iading to increased zidovudine toxicity.

- Felbamate
Valproic acid may decrease the felbamate meanarearby up to 16%.

- Olanzapine
Valproic acid may decrease the olanzapine plasmeectration.

- Rufinamide
Valproic acid may lead to an increase in plasmallefrrufinamide. This increase is dependent orceatration
of valproic acid. Caution should be exercised,drtipular in children, as this effect is largetliis population.

- Propofol
Valproic acid may lead to an increased blood leafepropofol. When co-administered with valproate, a
reduction of the dose of propofol should be conside

- Nimodipine
Concomitant treatment of nimodipine with valproicicamay increase nimodipine plasma concentration by
50%.

- Vitamin K-dependent anticoagulants

The anticoagulant effect of warfarin and other catim anticoagulants may be increased following
displacement from plasma protein binding sites biproic acid. The prothrombin time should be clgsel
monitored.

- Temozolomide
Co-administration of temozolomide and valproate rweyse a small decrease in the clearance of teoroiad
that is not thought to be clinically relevant.

Effects of other drugs on valproate
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- Antiepileptics

Antiepileptics with enzyme inducing effect (incladi phenytoin, phenobarbital, carbamazepine) deereas
valproic acid serum concentrations. Dosages shmeiledjusted according to clinical response anddoleeels

in case of combined therapy.

On the other hand, combination of felbamate andreate decreases valproic acid clearance by 2236%a

and consequently increase the valproic acid plasimaentrations. Valproate dosage should be mouitore
Valproic acid metabolites levels may be increasethise of concomitant use with phenytoin or pheriutzd.
Therefore patients treated with those two drugaukhbe carefully monitored for signs and symptoms o
hyperammonemia.

- Mefloquine and chloroquine

Mefloquine and chloroquine increase valproic acetabolism and may lower the seizure threshold gfioee
epileptic seizures may occur in cases of combimedapy. Accordingly, the dosage of Epilim may need
adjustment.

- Highly protein bound agents
In case of concomitant use of valproate and hightyein bound agents (e.g. aspirin), valproic &ed serum
levels may be increased.

- Vitamin K dependent factor anticoagulant
Close monitoring of prothrombin rate should be perfed in case of concomitant use of vitamin K delesn
factor anticoagulant

- Cimetidine or Erythromycin
Valproic acid serum levels may be increased (&saltrof reduced hepatic metabolism) in case ofconitant
use with cimetidine or erythromycin.

- Carbapenem agents

Carbapenem antibiotics such as imipenem, panipemehmeropenem: Decreases in blood levels of valproi
acid have been reported when it is co-administerniéld carbapenem agents resulting in a 60-100% dsere
in valproic acid levels within two days, sometinassociated with convulsions. Due to the rapid oasdtthe
extent of the decrease, co-administration of cazbem agents in patients stabilized on valproic slealld be
avoided(see Special Warnings and Precautions for) Usreatment with these antibiotics cannot be aedid
close monitoring of Epilim blood level should bafpemed.

Cholestyramine
Cholestyramine decrease the absorption of Epilim.

- Rifampicin
Rifampicin may decrease the valproic acid bloocelevesulting in a lack of therapeutic effect. dferg
valproate dosage adjustment may be necessary Wwisecoiadministered with rifampicin.

- Protease inhibitors
Protease inhibitors such as lopinavir, ritonavicréase valproate plasma level when co-administered.

- Estrogen-containing products
Estrogen-containing products, including estrogemt@ioing hormonal contraceptives, may increase the
clearance of valproate, which may result in de@daserum concentration of valproate and potentially
decreased valproate efficacy. Prescribers shoulitorcaclinical response (seizure control or moodtonl),
when adding, or discontinuing estrogen-containiragpcts. Consider monitoring of valproate plasmealie

Valproate usually has no enzyme inducing effectaaonsequence, valproate does not reduce effichcy
estroprogestative agents in women receiving hortrararaception.

- Metamizole
Metamizole may decrease valproate serum levels vdoeadministered, which may result in potentially
decreased valproate clinical efficacy. Prescrilssuld monitor clinical response (seizure controhmod
control) and consider monitoring valproate seruvele as appropriate.
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- Methotrexate
Some case reports describe a significant decreasgproate serum levels after methotrexate admnatisn,
with occurrence of seizures. Prescribers shoulditmoclinical response (seizure control or moodtoni and
consider monitoring valproate serum levels as gpjate.

Other interactions
Caution is advised when using Epilim in combinatiwith newer anti-epileptics whose pharmacodynamics
may not be well established.

Risk of liver damage

The concomitant use of salicylates should be abidechildren under 3 years of age due to the aiskver
toxicity (see Special Warnings and PrecautiondJiee “Severe liver damage” and “children”).
Concomitant use of valproate and multiple anticdsamnt therapy increases the risk of liver damaggeeially
in young children (see Special Warnings and Prémagifor Use “Severe liver damage” and “children”).

In patients of all ages receiving concomitantlyreanidiol at doses 10 to 25 mg/kg and valproatajai trials
have reported ALT increases greater than 3 timesugiper limit of normal in 19% of patients. Appriape
liver monitoring should be exercised when valproseused concomitantly with other anticonvulsants
withpotential hepatotoxicity, including cannabidichnd dose reductions or discontinuation should be
considered in case of significant anomalies ofrliparameters (see Special Warnings and Precaufions
Use).

Topiramate and acetazolamide

Concomitant administration of valproate and topiaten or acetazolamide has been associated with
encephalopathy and/or hyperammonemia. In patiekiadg these two drugs, careful monitoring of signsl
symptoms is advised in particularly at risk patesiich as those with pre-existing encephalopathy.

Pivalate-conjugated medicines

Concomitant administration of valproate and pivadednjugated medicines that decrease carnitinéslésech

as cefditoren pivoxil, adefovir dipivoxil, pivmekilam and pivampicillin) may trigger occurrence of
hypocarnitinemia (see Section Special warnings apdcial precautions for usPatients at risk of
hypocarnitinemia Concomitant administration of these medicinah walproate is not recommended. Patients
in whom coadministration cannot be avoided showddchrefully monitored for signs and symptoms of
hypocarnitinemia.

Quetiapine
Co-administration of valproate and quetiapine nmyease the risk of neutropenia/leucopenia.

Reproduction
Pregnancy

Treatment of epilepsy
. Valproate is contraindicated during pregnancyessithere is no suitable alternative treatment.
. Valproate is contraindicated in women of childtieg potential, unless the conditions of the
pregnancy prevention programme are fulfilled (seat@-indications and Special Warnings and
Precautions for Use).

Treatment of bipolar disorder

. Valproate is contraindicated during pregnancy.

. Valproate is contraindicated in women of childtieg potential, unless the conditions of the
pregnancy prevention programme are fulfilled (seat@-indications and Special Warnings and
Precautions for Use).

Teratogenicity and Developmental Effects from female and male exposure
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Pregnancy Exposure Risk related to valproate
Valproate was shown to cross the placental bab@h in animal species and in humans (see section
Pharmacokinetics).

In females, both valproate monotherapy and valprpalytherapy including other antiepileptics, asgfiently
associated with abnormal pregnancy outcomes. Adaildata show an increased risk of major congenital
malformations and neurodevelopmental disorder®th falproate monotherapy and polytherapy comptared
the population not exposed to valproate.

In animals: teratogenic effects have been demdssitia mice, rats and rabbits (see section Careinicdy).

Risk to children of fathers treated with valproate

A retrospective observational study on electronédimal records in 3 European Nordic countries iagtis an
increased risk of neuro-developmental disorders@s)On children (from 0 to 11 years old) born torme
treated with valproate in the 3 months prior tocaption, compared to those treated with lamotrigine
levetiracetam.

The adjusted cumulative risk of NDDs ranged betw&8fb to 5.6% in the valproate group versus between
2.3% to 3.2% in the composite lamotrigine/levetitacn monotherapy group. The pooled adjusted haataod
(HR) for NDDs overall obtained from the meta-anays the datasets was 1.50 (95% CI: 1.09-2.07).

Due to study limitations, it is not possible toetatine which of the studied NDD subtypes (autisecsum
disorder, intellectual disability, communicatiorsalider, attention deficit/hyperactivity disordemvement
disorders) contributes to the overall increasddafdNDDs. Alternative therapeutic options and treed for
effective contraception while using valproate amd¥ months after stopping the treatment shouldibeussed
with male patients of reproductive potential, @steannually (see Special Warnings and Precaufiiwridse).

Congenital malformations from in utero exposure

A meta-analysis (including registries and cohartligts) showed that about 11% of children of epitepbmen
exposed to valproate monotherapy during pregnaadynimjor congenital malformations. This is gre#tan
the risk of major malformations in the general patan (about 2-3%). The risk of major congenital
malformations in children aftén uteroexposure to anti-epileptic polytherapy includindpvaate is higher
than that of anti-epileptic drugs polytherapy natliding valproate. This risk is dose-dependentailproate
monotherapy, and available data suggest it is dependent in valproate polytherapy. However a ttolels
dose below which no risk exists cannot be estaddish

Available data show an increased incidence of maromajor malformations. The most common types of
malformations include neural tube defects, faci@ndorphism, cleft lip palate, craniostenosis, aedrenal
and urogenital defects, limb defects (includingtgital aplasia of the radius) and multiple anorsafigolving
various body systems.

In uteroexposure to valproate may also result in hearingainment/loss due to ear and/or nose malformations
(secondary effect) and/or to direct toxicity on tearing function.

Cases describe both unilateral and bilateral dsafoehearing impairment. Outcomes were not regdae

all cases. When outcomes were reported, the majafrthe cases had not resolved. Monitoring of signd
symptoms of ototoxicity is recommended.

In uteroexposure to valproate may result in eye malformmatigncluding colobomas, microphthalmos). These
have been reported in conjunction with other coitgemalformations. These eye malformations magétff
vision.

Neurodevelopmental disordersfrom in utero exposure

Data have shown that exposure to valproate in utam have adverse effects on mental and physical
development of the exposed children. The risk afrogevelopmental disorders (including that of amjis
seems to be dose-dependent when valproate is msednotherapy but a threshold dose below whichisto r
exists, cannot be established based on availabde \Wénen valproate is administered in polytherafip wther
anti-epileptic drugs during pregnancy, the risksnefirodevelopment disorders in the offspring wdse a
significantly increased as compared with thoséifdoen from general population or born to untreagpileptic
mothers.

The exact gestational period of risk for these@ffés uncertain and the possibility of a risk tighout the
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entire pregnancy cannot be excluded.

When valproate is administered in monotherapy studi preschool children exposed in utero to valfgro
show that up to 30-40% experience delays in thailyalevelopment such as talking and walking ldterer
intellectual abilities, poor language skills (spegkand understanding) and memory problems.

Intelligence quotient (IQ) measured in school agf@tiren (age 6) with a history of valproate expesn utero
was on average 7-10 points lower than those childésgosed to other antiepileptics. Although the rof
confounding factors cannot be excluded, there idegxe in children exposed to valproate that tek of
intellectual impairment may be independent from eral 1Q. There are limited data on the long term
outcomes.

Available data from a study conducted using reigistin Denmark show that children exposed to valfgadn
utero are at increased risk of autistic spectrusordier (approximately 3-fold) and childhood autism
(approximately 5-fold) compared to the unexposegdugation in the study.

Available data from a second study conducted usagistries in Denmark show that children exposed to
valproate in utero are at increased risk of devetppattention deficit/hyperactivity disorder (ADHD)
(approximately 1.5-fold) compared to the unexpgsggulation in the study.

If a woman plans a pregnancy

For the epilepsy indication, if a woman is plannitoggbecome pregnant, a specialist experienced én th
management of epilepsy must reassess the valgtwatgpy and consider alternative treatment optiBmery
effort should be made to switch to appropriate raftéve treatment prior to conception, and before
contraception is discontinued (see section Spa@ahings and special precautions for use). If Qviiitg is not
possible, the woman should receive further couimgellegarding the valproate risks for the unboritdcto
support her informed decision making regarding famianning.

For the mania indication, if a woman is planning lecome pregnant, a specialist experienced in the
management of bipolar disorder must be consulteghtment with valproate should be discontinuedrpgao
conception, and before contraception is discontinué needed, alternative treatment options shdugd
considered.

Pregnant women

Valproate as treatment for bipolar disorder is caintlicated for use during pregnancy. Valproateestment
for epilepsy is contraindicated in pregnancy unlgeye is no suitable alternative treatment (sexticse
contraindication and Special warnings and specitgutions for use). If a woman using valproateobess
pregnant, she must be immediately referred to aizlist to consider alternative treatment optioDaring

pregnancy, maternal tonic clonic seizures and stapilepticus with hypoxia may carry a particulisk rof
death for mother and the unborn child.

If, despite the known risks of valproate in pregnaand after careful consideration of alternatreatment, in
exceptional circumstances a pregnant woman musiveegalproate for epilepsy, it is recommended to:

» Use the lowest effective dose and divide the dddge of valproate into several small doses to kenta
throughout the day. The use of a prolonged reldasmulation may be preferable to other treatment
formulations in order to avoid high peak plasmacsmtrations.

All patients with a valproate exposed pregnancy #edr partners should be referred to an obstatmidor
evaluation and counselling regarding the exposedmancy. Specialized prenatal monitoring should f#ce
to detect the possible occurrence of neural tuliectieor other malformations. Folate supplememnattomg
daily) before the pregnancy may decrease the fisieoral tube defects which may occur in all pregnes.
However the available evidence does not suggpstvients the birth defects or malformations dueatproate
exposure.

Risk in the neonate

Exceptional cases of hemorrhagic syndrome have tegmmted in neonates whose mothers have taken
sodium valproate during pregnancy. This hemorrhagidrome is related to thrombocytopenia,
hypofibrinogenemia; and/or to decrease in othegulzdion factors; afibrinogenemia has also beeonntep
and may be fatal. However, this syndrome must beéndjuished from the decrease of the vitamin-Kdest
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induced by phenobarbital and other anti-epileptizyene inducing drugs.

Therefore, platelet count, fibrinogen plasma lewslagulation tests and coagulation factors shoeld b
investigated in neonates.

Cases of hypoglycemia have been reported in nemmdtese mothers have taken valproate during the thi
trimester of the pregnancy.

Cases of hypothyroidism have been reported in rtesnehose mothers have taken valproate during anegn

Withdrawal syndrome (such as, in particular, agitgtirritability, hyperexcitability, jitterinesyyperkinesia,
tonicity disorders, tremor, convulsions and feediisprders) may occur in neonates whose motheres ta&en
valproate during the last trimester of pregnancy.

Estrogen-containing products

Valproate does not reduce efficacy of hormonal remefptives.

However, estrogen-containing products, includintgogen-containing hormonal contraceptives, mayaase
the clearance of valproate, which may result inrei@sed serum concentration of valproate and patbnti
decreased valproate efficacy. Prescribers shoulitoroclinical response (seizure control or mooditon)
when initiating or discontinuing estrogen-contaqproducts. Consider monitoring of valproate sefewels
(see section Interactions with Other Medicaments@ther Forms of Interaction

Fertility

Amenorrhea, polycystic ovaries and increased tesgimse levels have been reported in women usingeaie
(see Undesirable effegtd/alproate administration may also impair fetyilin men 6ee Undesirable effegts
In the few cases in which valproate was switchadfitinued or the daily dose reduced, the deciirasele
fertility potential was reported as reversible inghbut not all cases, and successful conceptiavs also been
observed.

Lactation

Excretion of valproate in breast milk is low, wihconcentration between 1% to 10% of total matesaaim
levels. Although there appears to be no contraatitin to breastfeeding, physicians are advisedithahy
individual case, consideration should be givenhe safety profile of Epilim, specifically Hematologl
disorders g¢ee Undesirable Effedts

Effects on Ability to Drive and to Use Machines
Use of Epilim may provide seizure control such thatpatient may be eligible to hold a driving tice.

Patients should be warned of the risk of transieotvsiness, especially in cases of anticonvulsakytiperapy
or association with benzodiazepinésee Interactions with Other Medicaments and OtRerms of
Interaction).

Undesirable effects

The following CIOMS frequency rating is used, whapplicable:

Very commor 10 %; Commorrl and <10%; Uncommon 0.1 and <1%;

Rare> 0.01 and <0.1%; Very rare <0.01%, Unknown (cannetdstimated from available data).

Congenital, familial and genetic disordésse Pregnancy and Lactation).
Hepato-biliary disorders:

Common: liver injury, severe liver damage, inclugdimepatic failure sometimes resulting in death, ten
reported. Increased liver enzymes are common cpéatly early in treatment, and may be transient.

Gastrointestinal disorders
Very common: nausea*.
Common: vomiting, gingival disorder (mainly gingiVeyperplasia), stomatitis, abdominal pain uppearrtiea
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frequently occur in some patients at the startedtment, but they usually disappear after a feyg déthout
discontinuing the treatment.

*Also observed a few minutes after intravenousdtigm with spontaneous resolution within a few ntéesu
Uncommon: pancreatitis, sometimes lethal (see@e&pecial warnings and special precautions foy. use

Nervous system disorders

Very common: tremor

Common: extrapyramidal disorder, stupor*, somnadgnconvulsion*, memory impairment, headache,
nystagmus, dizziness (for intravenous injectiorzzitiess may occur within a few minutes and it ugual
resolves spontaneously within a few minutes).

Uncommon: coma*, encephalopathy*, lethargy* (sdewg reversible parkinsonism, ataxia, paresthesia.
Uncommon: Aggravated convulsions (see Special \Mgmand Precautions for Use).

Rare: reversible dementia associated with reversibiebral atrophy, cognitive disorder.

* Sedation has been reported, usually when in coatlmin with other anticonvulsants. In monotherapy i
occurred early in treatment and is usually trartisi€ases of lethargy and confusion occasionallgmssing
to stupor, sometimes with associated hallucinatmmsonvulsions have been reported. Encephalopatiy
coma have very been observed. These cases havebef@ associated with too high a starting dosemr
rapid a dose escalation or concomitant use of @h#convulsants, notably phenobarbital or topiream@hey
have usually been reversible on withdrawal of treatt or reduction of dosage. An increase in alegmeay
occur; this is generally beneficial but occasionaljgression, hyperactivity and behavioral detation have
been reported.

Blood and lymphatic system disorders

Common: anemia, thrombocytopenia (see section 8p&airnings and special precautions for use).
Uncommon: pancytopenia, leucopenia. The blood pateturned to normal when the drug was discontinue
Rare: bone marrow failure, including pure red eplasia, agranulocytosis, anemia macrocytic, mytoss.
Isolated findings of a reduction in blood fibrinagend/or an increase in prothrombin time have beparted,
usually without associated clinical signs and patérly with high doses (sodium valproate has duibiibory
effect on the second phase of platelet aggregat®pdntaneous bruising or bleeding is an indicafam
withdrawal of medication pending investigations.

Musculoskeletal and connective tissue disorders

Uncommon: bone mineral density decreased, osteapesteoporosis and fractures in patients on leng t

therapy with valproate. The mechanism by which radpe affect bone metabolism has not been idedtifie
Rare: systemic lupus erythematosus, rhabdomydlgsessection Special warnings and special preceator

use).

Endocrine disorders

Uncommon: Syndrome of Inappropriate Secretion oHAIADH), hyperandrogenism (hirsutism, virilism,
acne, male pattern alopecia, and/or androgen ised@a

Rare: hypothyroidism (see section pregnancy).

Metabolism and nutrition disorders

Common: hyponatremia, weight increased*.

*Weight increase should be carefully monitored siitds a factor for polycystic ovary syndrome (seetion
Special warnings and special precautions for use).

Rare: hyperammonemia* (see section Special warrangsspecial precautions for use), obesity.

*Cases of isolated and moderate hyperammonemiautithange in liver function tests may occur arash
not cause treatment discontinuation. However, thay present clinically as vomiting, ataxia, andéasing
clouding of consciousness. Should these symptorogr depilim should be discontinued. Hyperammonemia
associated with neurological symptoms has also bggorted. In such cases further investigationsiishbe
considered (see Section Special warnings and dp@eeautions for useJrea cycle disorders and risk of
hyperammonemiandpatients at risk of hypocarnitinenjia

Not known: hypocarnitinemia (see Sections Contriagttibns and Special warnings and special precasifiar
use).

Vascular disorders

SG/EPI oral/1023/CCDS V38 16



Common: hemorrhage (see section Special warningjsgecial precautions for use and section Preghancy
Uncommon: vasculitis

General disorders and administration site condstion
Uncommon: hypothermia, non-severe edema peripheral.

Hepatobiliary disorders
Common: liver injury (see section Special warniagd special precautions for use).

Reproductive system and breast disorders
Common: dysmenorrhea

Uncommon: amenorrhea

Rare: male infertility, polycystic ovaries
Very rarely gynaecomastia has occurred.

Psychiatric disorders

Common: confusional state, hallucinations, distadesin attention*, aggression*, agitation*
Rare: abnormal behavior*, psychomotor hyperacttyitgarning disorder*,

*These ADRs are principally observed in the pedigiopulation

Skin and subcutaneous tissue disorders:

Common: hypersensitivity, nail and nail bed disosgddransient and /or dose related alopecia. Retjrow
normally begins within six months, although therlmay become more curly than previously.

Uncommon: angiedema, rash, hair disorder (suclaimgdxture abnormal, hair colour changes, haingno
abnormal)

Rare: toxic epidermal necrolysis, Stevens-Johnsgmdreme, erythema multiforme, Drug Rash with
Eosinophilia and Systemic Symptoms (DRESS) syndrome

Eye disorders
Not known: diplopia

Ear and labyrinth disorders
Common: deafness

Renal and urinary disorders

Common: urinary incontinence

Uncommon: renal failure

Rare: enuresis, tubuloinsterstitial nephritis, reilde Fanconi syndrome (a defect in proximal reoélular
function giving rise to glycosuria, amino aciduginosphaturia, and uricosuria) associated withifagherapy
but the mode of action is as yet unclear.

Respiratory, thoracic and mediastinal disorder
Uncommon: pleural effusion

Investigations
Rare: coagulation factors decreased (at least @mjormal coagulation tests (such as prothromine ti

prolonged, activated partial thromboplastin timelpnged, thrombin time prolonged, INR prolongede(s
sections Special warnings and special precautionsu$e and Pregnancy), biotin deficiency/biotinelas
deficiency.

Neoplasms benign, malignant and unspecified (inotudysts and polyps)
Rare: myelodysplastic syndrome
Unknown: acquired Pelger—Huet anomaly

Pediatric population

The safety profile of valproate in the pediatrigpplation is comparable to adults, but some adveraetions
are more severe or principally observed in the atedi population. There is a particular risk of ey liver
damage in infants and young children especiallyeutide age of 3 years. Young children are als@siqular
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risk of pancreatitis. These risks decrease witheiasing age (see Section Special Warnings and iRiecs for
Use). Psychiatric disorders such as aggressioriatagi, disturbance in attention, abnormal behavior
psychomotor hyperactivity and learning disordergaracipally observed in the pediatric population.

Overdose

Cases of accidental and deliberate valproate osagtohave been reported. At plasma concentratfarns to
5 to 6 times the maximum therapeutic levels, tlaeecunlikely to be any symptoms other than naus@aiting
and dizziness.

Signs of massive overdose, i.e. plasma concentrdibto 20 times maximum therapeutic levels, uguall
include CNS depression or coma with muscular hymatdyporeflexia, miosis, impaired respiratorydtian,
metabolic acidosis, hypotension and circulatoryapse/shock. A favourable outcome is usual, howsegre
deaths have occurred following massive overdose.

Symptoms may however be variable and seizuresleam reported in the presence of very high plasreld
(see also Pharmacokinetic Properties)

Cases of intracranial hypertension related to categlema have been reported.

The presence of sodium content in the valproatmditations may lead to hypernatremia when taken in
overdose.

Hospital management of overdose should be symptomatiuding cardio-respiratory monitoring. Gastri
lavage may be useful up to 10 to 12 hours followirggestion.

In case of valproate overdose resulting in hyperamemia, carnitine can be given through IV routattempt
to normalize ammonia levels.

Haemodialysis and hemoperfusion have been useessfody. Naloxone has been successfully usedémva
isolated cases, sometimes in association with atetilvcharcoal given orally. In case of massive dose,
haemodialysis and hemoperfusion have been usedssfatly.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic Properties

Sodium valproate and Valproic acid are anti-coraufis.

The most likely mode of action for valproate isgutation of the inhibitory action of gamma aminaifric
acid (GABA) through an action on the further syisikeor further metabolism of GABA.

In certain in-vitro studies it was reported thatison valproate could stimulate HIV replication tstidies on
peripheral blood mononuclear cells from HIV-infettubjects show that sodium valproate does not have
mitogen-like effect on inducing HIV replication.deed the effect of sodium valproate on HIV replmaex-
vivo is highly variable, modest in quantity, appsetr be unrelated to the dose and has not beemotad in
man.

Pharmacokinetic Properties

Digtribution (see section Pregnancy)

Placental transfer Valproate crosses the placeatailer in animal species and in humans:

- In animal species, valproate crosses the placengasimilar extent as in humans.

- In humans, several publications assessed the ctvatien of valproate in the umbilical cord of netegmat
delivery. Valproate serum concentration in the ditdli cord, representing that in the fetuses, waslar to
or slightly higher than that in the mothers.

Elimination

Based on limited data from literature, an approxeé20% increase in valproate clearance has beenteepn
some patients that were concomitantly treated watlproate and estrogen-containing products, whiey m
result in a decrease in valproate serum levels I(geeactions with Other Medicaments and Other Foah
Interaction). Inter-individual variability has beanted. There are insufficient data to establisbbaist PK-PD
relationship resulting from this PK interaction

Based on published literature, in pediatric patidrgiow the age of 10 years, the systemic cleaminadproate
varies with age. In neonates and infants up to &thsoof age, valproate clearance is decreased edrapared
to adults. In children aged 2-10 years, valpro#arance is 50% higher than in adults. Above the Gfgl0
years, children and adolescents have valproateatieas similar to those reported in adults.
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The half-life of sodium valproate is usually remattto be within the range 8-20 hours. It is ususligrter in
children.

In patients with severe renal insufficiency it nag/ necessary to alter dosage in accordance wighpfessma
valproic acid levels.

The reported effective therapeutic range for plasmadproic acid levels is 40-100mg/litre (278- 694
micromol/litre). This reported range may dependiore of sampling and presence of comedication.

The percentage of free (unbound) drug is usualiywden 6% and 15% of the total plasma levels. Aneiased
incidence of adverse effects may occur with plakmals above the effective therapeutic range.

The pharmacological (or therapeutic) effects ofliEpimay not be clearly correlated with the totalfore
(unbound) plasma valproic acid levels.

The pharmacological (or therapeutic) effects ofiEpChrono may not be clearly correlated with tbeat or
free (unbound) plasma valproic acid levels.

Epilim Chrono formulations are prolonged releageniaations which demonstrate in pharmacokinetidistsi
less fluctuation in plasma concentration comparét wther established conventional and modifie@asé
Epilim formulations.

In cases where measurement of plasma levels isdewad necessary, the pharmacokinetics of EpilimoGh
make the measurement of plasma levels less depemgen time of sampling.

The Epilim Chrono formulations are bioequivalenEglim Liquid and enteric coated (EC) formulatiomgh
respect to the mean areas under the plasma coatentime curves.

Steady-state pharmacokinetic data indicate thap#fa concentration (s and trough concentration ()
of Epilim Chrono lie within the effective therap&utange of plasma levels found in pharmacokingticies
with Epilim EC.

NONCLINICAL SAFETY DATA

GENOTOXICITY

Valproate was not mutagenic in bacteria (Ames testinouse lymphoma L5178Y cells at thymidine kanas
locus (mouse lymphoma assay) and did not induce B&pair activity in primary culture of rat hepattey.
After oral administration, valproate did not indueigher chromosome aberrations in rat bone marmw,
dominant lethal effects in mice.

In literature, after intraperitoneal exposure ttpvaate, increased incidences of DNA and chromostaneage
(DNA strand-breaks, chromosomal aberrations or amigclei) have been reported in rodents.

However, the relevance of the results obtained thithintraperitoneal route of administration is moWwn.
Statistically significant higher incidences of sisthromatid exchange (SCE) have been observeatients
exposed to valproate as compared to healthy sshjettexposed to valproate. However, these datahanasy
been impacted by confounding factors. Two publisstedies examining SCE frequency in epileptic pesie
treated with valproate versus untreated epilemtepts, provided contradictory results.

The biological significance of an increase in S@géiency is not known.

CARCINOGENICITY

The 2-year carcinogenicity studies were conductedice and rats given oral valproate doses of aqipiately

80 and 160 mg/kg/day (which are the maximum toéeratoses in these species but less than the maximum
recommended human dose based on body surface Stdmutaneous fibrosarcomas were observed in male
rats and hepatocellular carcinomas and bronchileieetar adenomas were observed in male mice aténcies
slightly higher than concurrent study controls banparable to those in registries of historicaltoals.

REPRODUCTIVE AND DEVELOPMENTAL TOXICITY

Teratogenic effects (malformations of multiple argsystems) have been demonstrated in mice, rads, an
rabbits.

In published literature, behavioral abnormalitievd been reported in first generation offspringniée and
rats aftefin uteroexposure to clinically relevant doses/exposurasfgfroate. In mice, behavioral changes have
also been observed in the 2nd and 3rd generatdiyest less pronounced in the 3rd generation, falig an
acutein uteroexposure of the first generation. The relevandhese findings for humans is unknown.

Impairment of fertility

In sub-chronic/chronic toxicity studies, testiculageneration/atrophy or spermatogenesis abnoresadind a
decrease in testes weight were reported in adisliared dogs after oral administration startingasted of 400
mg/kg/day and 150 mg/kg/day, respectively with asged NOAELSs for testis findings of 270 mg/kg/day
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adult rats and 90 mg/kg/day in adult dogs.
In a fertility study in rats, valproate at dosest@8350 mg/kg/day did not alter male reproductiegfigrmance.

In juvenile rats, a decrease in testes weight wsabserved at doses exceeding the maximum tekdiddse
(from 240 mg/kg/day by intraperitoneal or intravasgoute) and with no associated histopathologicahges.
No effects on the male reproductive organs werecdat tolerated doses (up to 90 mg/kg/day). Releyaih
the testicular findings to pediatric populatiorursknown.

Pharmaceutical Particulars
List of Excipients

Epilim EC Tablet

Povidone, talc, calcium silicate, magnesium steataypromellose 6, citric acid anhydrous, macr@&g£lo0,
polyvinyl acetate phthalate, diethyl phthalateaste acid, violet lake solids, industrial methyldtspirits,
purified water.

Epilim Chrono
Hypromellose, Ethylcellulose, Hydrated Silica.

Film Coat

Violet coat (Opadry 04-S-6705), containing: Titanidioxide (E171), Erythrosine BS aluminium lake 2},
Indigo Carmine aluminium lake (E132), Iron Oxidea&k (E172), Hypromellose (E464), Macrogel 400,
Purified water*.

*Not detected in final formulation

Epilim Syrup
Epilim Syrup contains: Sorbitol powder, Sodium nygtilydroxybenzoate, Sodium propyl hydroxybenzoate,
Sodium saccharin, Sucrose, Flavour IFF cherry Pédceau 4R (E124) and Purified water.

Incompatibilities: There are no major incompatibilities.
Shelf Life: 36 months.

Special Precautions for Storage

Epilim is hygroscopic. The tablets should not bmaoged from their foil until immediately before thaye
taken. Where possible, blister strips should natlteStore in a dry place below 30°C.

Epilim Syrup should be stored at room temperatu@yarom direct sunlight.

Nature and Contents of Container

Epilim Enteric Coated Tablets

Epilim Enteric Coated Tablets are supplied in bligiacks further packed into a cardboard cartock Biae
100 tablets.

Epilim Chrono Tablets
Epilim Chrono Controlled Release tablets are seglpin blister packs further packed into a cardb@artbn.
Pack size 100 tablets.

Epilim Syrup
Amber glass bottles with polypropylene J-cap omahium tamper evident cap with expanded polyethglen

seal and amber polyethylene tetraphthalate bottitfs polypropylene tamper evident closure. Bottiees
300ml.

Instructions for Use / Handling: None.
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PRESENTATIONS
Epilim Chrono 200mg, Unscored, lilac coloured, slow released film-coated tablet.
Epilim Chrono 300mg, Unscored, lilac coloured, slow released film-coated tablet.

Manufactured by:

Sanofi Winthrop Industrie

1, rue de la Vierge, Ambareés et Lagrave
33565 - Carbon Blanc Cedex France

Epilim Enteric Coated 200mg\ lilac coloured, enteric coated tablet.

Manufactured by:

Sanofi-Aventis S.A

Ctra. C-35 (La Batlloria-Hostalric, Km.63.09)
17404 Riells i Viabrea (Girona), Spain

Epilim Chrono 500mg, Scored, white coloured, slow released film-coated tablet.

Manufactured by:

Sanofi Winthrop Industrie

1, rue de la Vierge, Ambares et Lagrave
33565 - Carbon Blanc Cedex France

Epilim Syrup 200mg/5mlA red, cherry flavoured syrup.

Manufactured by:

Unither Liquid Manufacturing

1-3, allée de la Neste, ZI d’En Sigal
31770 Colomiers, France

DATE OF REVISION OF TEXT
October 2023¢CDS v38).
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