300 mL

Med Choice [ Levetiracetam |
- s Kepdin®

100 mg / mL Oral Solution

ANTIEPILEPTIC
PRODUCT DESCRIPTION:
Aclear colorless 1o siightly yellowish oral solution vith grape flavor and odor. It is packed in a wide mouth Bostan Round Amber Bottie 300 mL with syringe in an individual box.
FORMULATION:

Each mL contains:
L

100 mg

oGIC !
Pharmacotherapeutic graup: antiepileptics, Anatomical Therapeutic Chemical (ATC) code: NO3AX14
‘The active substance, levetiracetam, is a pyolidone derivative {S-enantiomer of -gthyl-2-oxo-1-pyrrolidine acetamide), chemically unrelated to existing antiepileptic active substances
Mechanism of action
The mechanism of aciion of levetiracatam stil remains ta be fully elucidated but appears to be difierent from the meshanisms of current antiepileptia medicinal produsts, In vitro and in vivo experiments
suggest that levetiracetam dos nol alter basic cell and normal

rmacodynamic effects
Levetiracetam induces seizure protection in a broad range of animal models of partial and primary generalized seizures without having a pro-convulsant effect. The primary metabolite Is inactive.
In man, an aclvily in bolh partial anc generalized epilepsy conditions {epileptiform dischargeipholoparoxysml respanse) has confirmed the broad spectrum pharmacalogical profile of leveliracelam.
PHARMACOKINETICS:
Levetiracetan i readiy absarbed ffom the gasirointestinal iract with a bivavallabilty of almast 100%: peak plasma concentrations are usually achieved wllhxn 13 hours of oral doses and sleody state
achievad afler 2 days. Plasma protein binding is minimal at less than 10%. Levaliracetam is not extansively metabolized; about 25% of a dose
35% of 2 dose is exoreted as unchanged drug and mataboites in e urine, The plasma eliminaton half o has been reportod fo be about 7 hours n adults and CAldren aged 12 yaars and over te hattife
may be shorter in younger children. Leveticacetam is distibuted into breast milk.
INDICATION:
Levstiracetam is used as an adjunct in the treatment of pariial seizure with or without secondary g
DOSAGE AND ADMINISTRATION:
+ Always take this medicine exactly as mentioned by the doctor. As the doctar for any uncertainty. Levatiracetam must be aken twice a day. onca in the moming and once in the evening. at about the same
time each day.

d primary gener

+ Itis used as an adjunct in the treatment of p: in adults and children aged 4 years and over; in the UK. adulis and adolescents aged 16 ysars and over
may also be given leveiiacetam as monatherapy for this indication In addition, levefiracetam is icensed for adjunctve use i the treatment of myoconic seizures.n adults and chidren aged 12 years and
aver with juvenile myocionic epilepsy. It s also licensed for use as an adjunct in the treatment of primary generalized tonic-clonic seizures in adults and children with idiopathic generalized apllopsy‘ for this
indication. in the UK, licensed use is restricted to children aged 12 years and over, whereas in the USA, it is licansad from 6 years of age. The daily oral dose of levetiracetam is given in two divided doses.

+ The inital acult dose when used as an adjunct is 1.g on the first day of Lealment: thereafter, the daily dose may be increased in sleps of 1g every 2 o 4 weeks untileffective antiepieplic contro is achieved,
up to & maximum dose of 3 g daily. The initial dose in children weighing less than 50 kg is 20 mg / kg daily which may be increased in steps of 20 mg / kg every 2 weeks to a maximum of 60 mg / kg daily.

; Chlcren and adolescents welghing 50 kg of moro should be given the usual adul doso (sae above). When used as monalherapy. the Intal dose of \wanrace!am s 5u0 mg dall,Increased aftar 2 wosks
to 1 g daily. Further increases may be made in steps of 500 mg every 2 weeks up to 2 maximum of 3 g daily. When oral use is na feasi wer 15 minutes
in doses similar to those used orally; as witn the oral formuiation, details S lcensed tsesand ages may vary from couniry to country. Uk ioaneed tes that there has bocn

with the use of intravenous leveliracetam for more than 4 days. Reduced doses are recommended in renal and (see below). As with wilhdrawal of

therapy or transition ta or from another type of antiepileptic therapy should he made gradually to avaid precipitating an increase in the frequency of ssizures. UK licensed product information recommands
reducing the daily dose in adults by 1 g every 2 to 4 weeks; In children, the dose reduction should not exceed 20 ma ! kq every 2 weeks.

Etderly
Adjustment of the dose is recommended in elderly patient with compromised renal function.
Renal impairment
The daily dose must be indvidualized acoording o renal function (see Warring and Precauion)
For adult patient, refer to tthe . To use this dosing table. an estimate of the patient’s creatinine clearance in mLimin Is needed. The creatinine clearance In mLimin
may be estimated from serum creatinine (mgfdL) delemunallun, for adults and adolescents weighing 50 kg or more, using the following formula:
Cler (mLimin) = [140- agelvears)] x weight (ka} (x 0.85 for women)

72 % sorum creatinine (mgidL)
Then Cler is adjusted for body surface area (BSA) as follows
CLer (mLimin'1.73 m?) =

BSA wmecuml)

Clor = Creatinine Clearance

Dosing ajustment for adult and adolescent patient weighing more than 50 kg with impaired renal function

CONTRAINDICATION / PRECAUTION / WARNING:

Take special cars with upon taking this medicine.

« Hypersensitivity ta levetiracetam or other pyrrolidone derivatives or any of the excipients,

+ Il you suffer frem kidney problems, follow your doclor's insbructions. Heishe may decide if your dose should be adjusted.

« If you natice any siowdown in the growth or unexpected puberty development of your cnild plem contact your doctor.

= If you natice an Increase In seizure severity (e.g. increase number), please contact your

+ A small number of pecple being lreated with it -epileplics such as laveliracetam oral solubun have had thoughts of harming or killing themselves. If you have any symploms of depression and/or suicdal
ideation, please contact your doctor.

Discontinuation

?In scccrdance with curent clrical peaccs, hasisia itis 1o withdraw it gradually (e 5. in adults and adolescents weighing more than 50 kg: 500 mg decreases
tuice daily every two to faur weeks: ic than 50 kg: 16 nat excead 10 moikg twice daily every two weeks; in infants (iess
than & montrs). doso decrease ahouid nol oxcoad 7 mg! kg twico dally avory two weoks)

~The a«mlnmrsnon of levetiracetam to patients witn renal impairment may require dose adjustment. In patients with severely impaired i i of renal s before
dose selectior

Suicide

- Suicide, suicide attempt, suicidal ideation and behavior have been reported in patients {including

ant-epiieptic medicinal procucts has shown a smal increased risk of uicidal thoughts and behavlor. The mechanism of this isk Is not known.
+ Therefore, patients snould be monitored far signs of depressian andior suicical ideation and behaviors and appropriate treatment should be considered. Patients (and caregivers of patienis) should be

advised ta seek medical advioe should signs of depression andior suicidal ideation or behavior emerge.

A lysis of o lled trials of

+ Available data in children did not suggest impact on grawith and puberty. However, long term effects on learning, intelligence, growth, endocrine function, puberty and childbearing potential in children remain
unknown

+ The salely and efficacy of leveliracetam has not been thoroughly assessed in infants with epilepsy aged less than 1 year. Only 35 infant
in clinical studies of which only 13 were aged < 6 months.

eizures have b d

dless than 1 year

Exciplents
+ Levetiracetam 100 mg { L oral solution includes methyl E218) and propyl
Da nat take this medicine if any of the abave applies ta you. It you are not sure, talk to yaur doctor ar health care provider.

PREGNANCY AND LACTATION:

(E216) which may cause allergic reaciions (possibly delayed).

regnancy
There are no adequate data available from the se of levetiracetam in pregnant women. Studies in animals have shown reproductive toxicity. The potential fisk for human is unknown. Levetracetam is not
recommended during pregnancy and in women of childbearing patential not using contraceplion unless clearly necessary. As with other antiepileplic medicinal products, physiological changes during

pregnancy may afiect Dacieso plasma baen obssrved during pregnancy. This decrease is more pronounced during the ihird trimaster up
10.60% of baseline fo Appropriate clinical of pregnant women treated with leveti shauld be ensured. ic treatments may result
In exacerbation of the disease which could be hamful 1o the mother and the felus.
Emsmpdmg

xcreted in human breast milk. Therefore, ing is not Haviever, i freatmentis needed during breastfeecing, the benefitirisk of the treatment should be

weighed cmslu«nng the importance of breastfeeding.

Fertility
No impact an fertilty was detected in animal studies. Na clinical data are available, potential nisk for human is unknown
DRUG INTERACTION

i
Pre -marketing data from clinical studies conducted in aduls indcate \'hal fevetracotam dic ot influence the serum concentrations of existing antiepileptic medicinal pmdums {phenytoin, carbamazepine,
. phenobarbital, lamolrigine. gabapentin, and ucts did nol influence the phammacokinstics of levetiracelam.
Asin el ers s 10 evelence of oy SR el pmdud ke cbd in pe ing up to 60 maikgiday
of in children ith epilepsy (4 to 17 years) confimed that adjunctive therapy with orally acminisiered levetiracetam did not influence
i i and valproate. However. data suggested a 20% higher levebracatam ciearance in children laking enzyme-inducing

" dy
annepnrepnc memninal products, Dose. acJusvment is not required.

Probanecid (500 mg four imes daily). a renal tubular sacration-blocki i, has been it the the primar
of ths metabolts remains low, Tt 1 expecied that oher mecicinal products excreied by Scive tubuar socreion could aiso roduce the renal dearance ofthe metabolte, The effectof leveimcstam on
probenecid was nol studied and the effect of levatiracetam on other actively secreted medicinal products, e.g. NSAIDs, sulfonamides and metholrexate, is unknown.

Levetiracetam 1,000 mg daily did not influence the i aral yl-estradiol and endocrine ters (luteinizing hormane and progesterone) were not
modified. Levetracetam 2,000 mg daily did nol influence the pnmmammcm; of digoxin and adiin prothrombin times were not modified. Co-admi with digoxin, and warfarin
did not influence the pharmacokinetics of levatiracetam.

No data on the influance of antacids on the absorplion of leveliracetam ar availablo.

ADVERSE DRUG REACTION:

« Call your healthcare provider right away if you have any of the following symptoms: mood and behavior changes such as aggressian, agitation, anger, anxiety, apathy, mood swings, depression, hostily,
and irtabilty. A few people may get psycholic symptoms such as hallucinations (seeing or hearing things thal are really nol there}, delusions (false or sirange thoughls or beliefs) and unusual behavior,
extreme sleepiness, tiredness, and weakness, problems with muscle coordination (problems walking and moving).

- The most common side effects seen in people who take levetiracstam oral salution include: sleepiness, waakness, dizziness, infection.

« The most common side effects seen in chikdran who Lake leveliracetam oral solution include, in acdition to those listed above: accidental injury, initability, hostiity.

+ These side effects can happen at any time but happen more often within the first 4 weeks of treatment except for infection.

- Tell your healthcare provider if you have any side effect that bothers you or that does not go away. These are not all the possible side effects of levetiracetam oral solution. For more information, ask your
healthcare provider o pharmacist.

Group Creatinine Clearance (mLimin/1.73 m?) Dosage and frequency

Normal >80 500 to 1500 ma i5 ml ta 15 mL) twice daily

Mild 50-79 500 to 1000 mg (5 mL to 10 mL) kwice daily

Woderala 30-49 250 1o 750 mg (2.5 mL lo 7.5 mL) twice daily
vore <30 25010 500 mg (2.5 mL o 5 mL} twice dally

End-stage renal disease patient undergoing dialysis’ - 500 to 1000 mg (5 ml.to 10 mL) once daily”

" A750 mg (7.5 mL) loading dose is recommended on the first day of reatment with levetiracatam.
2 Following dialysis, a 250 to 500 mg (2.5 mL to 5 ml) supplemental dose is recommended.

G s o 4l 5 T i i G i)
in adult renally impaired patients
The CLer in mLimin.73 m?* may be estimated from serum creatining (mg/aL

using, for young d children using the following formula (Schwartz formula)

ClLer (ml /min /1.73 m*) = Height (cm) x ks

serum crealinine (mgldL)

ks = 0.55 in Children to less than 13 years and in adolescent female;
ks = 0.7 in adalescent male

Dosing adjustment for children and patients waighing less than 50 kg with impaired renal function.
Group Creatinine Clearance (mLimin/4.73 m?) Dosage and frequency' + Children and adolescents weighing less than 50 kg
Normal >80 101030 mg / kg (010 10 0.30 mL ! kg) twice caily
Wikd 50-79 1010 20 mg / kg (0.10 t0 0.20 mL ! kg) twice caily
Woderate 30-49 51015 mg / kg (0.05 to 0.15 mL / kg) twice daily
Severe <a0 510 10 mg { kg (0.05 to 0.10 L/ kg) twice daily
End-slage renal disease palient undergoing dialysis - 101020 mg / kg (0.10 10 0.20 mL kg) ance daily*

* Levetiracetam oral solution shauld be used for doses under 250 mg and for patients unable to swiallow tablets.

2A15 mg ! kg (0.15 mL/ kg} loading dose is recommendad on the first day of treatment with leveliracetam

*Foliowing dialysis, a 5 to 10 mg { kg (0.05 to 0.10 mL / kg supplemental dose is recommended.

HEPATIC IMPAIRMENT:

o dose adiskrant i nesde i allerts i mid 1o moderala it mpammint. oot Wi s hepatc npsinien, i crsatbne cearande may undéceeliats s rona insufficiency. Therefore,
a 50% reduction of the d: dose is < 60 mL/mini1.73 m*,

DIRECTION FOR USE:

Using oral syringe, aspirale the liquid according on the required mL or dosage prescribed by your dactor. Gan be taken with or without food.

VERDOSE AND TREATMENT:
Somnolence, agitaiion, aggression. depressed lavel of consciousness, respiratory depression, and coma were observed with levatiracetam overdoses.
n; f

After an acute overdose, the stomach may be emptied by gastric lavage or by incuction of emesis. There is no specific antidote for levetiracetam. Treatment of an overdose will be symplomatic and may
include hemodialysis. The dialyzer extraction efficiency is 60% for levatiracetam anc 74% for the primary metabolits.

STORAGE CONDITION:

Store al temperatures not exceeding 30°C.

DOSAGE FORM AND PACKING AVAILABLE:

Levetiracetam (Kepdin) Oral Solution is available in bottles of 300 mL packed in commercial box.

INSTRUCTION AND SPECIAL PRECAUTION FOR HANDLING AND DISPOSAL:

Na special requiraments for disposal. Any unused product should be disposed of in accordance with lacal requirements,

“For suspected adverse drug reaction, report to FDA: www.fda.gov.h. Seek medical attention immediately at the first sign of any adverse drug reaction.”

CAUTION STATEMENT:
Foods, Drugs, Devices, and Cosmetics act prohibits dispensing without prescription
Keep this product out of reach of children.
REGISTRATION NUMBER: DRP-12346.
DATE OF FIRST
DATE OF REVISION OF PACKAGE INSERT: 20 SEPTEMBER 2022

21 JULY 2022

Manufactured for:

MEDCHOICE CNS PHARMA CORPORATION
Unit 1001, 88 Corporate Center, Valero cor.
Sedeno Sts., Salcedo Village, Makati, Metro Manila

Manufactured by:

LIFESQUARE LABORATORIES INC.

Blk 2 Lot 10-11 Mountview Industrial Park Il, Brgy. Bancal,
Carmona, Cavite, Philippines




