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Entecavir STELLA 0.5 mg

Name of the medicinal product

Entecavir STELLA 0.5 mg

Special notice and recommendation

Keep out of reach of children

Read the package msert carefully before use
Qualitative and quantitative composition

Active imgreduent

(As entecanar monohydrate 0.532 mg)

Excipient ingredients

Caloum carbonate, pregelatnized starch, soy polysaccharide,

carmellose sodium, citic acid anhydrous, Sodium steand lumarate,
opadry white 13858802,

Pharmaceutical form

Film-coated tablel.

‘White, triangle-shaped, film-coated flablet, engraved with "0.5" on
oni side and *E” on the other side.

Indications

Treatment of chronic hepatiis B in adults with compensated kver
disease with evadence of actrve viral replication, persistently elevated
Iver enzyme valses, and histologically active disease, including
thase resistant 1o lamivudsne

Administration and dosage

Administration

Entecavir STELLA 0.5 mg should be admenistered on an empty
stomach (at beast 2 hours atter a meal and 2 hours before the next
meal)

Dosage

The recommended dose of entecawr for chromic hepatts B wvirus
nfection in nucleoside-treatment-nane adults and adolescems
16 years of age and older. 0.5 mg once daly.

The recommended dose of emtecavir in adubts and adolescents
{z 16 years of age) with a history of hepatiis B wiremia while
recerang lamivudine o known lammudine resistance mutations:
1 mg once dady.

Palients with renal impairment:
CIeatmang Clearance Usial dose Lamwuding-refracion
2 50 mifmin 0.5 mg onoe daby 1 m once dady
30 ko < 50 miimen 0.25 mg once daily 0.5 mg once daily
1040 < 30 mimen 015 mg once dady 0.3 mg once daity
< 10 mlmin * 005 mg once dasy 01 mg once daity
* Hemodiakyses (adminisier after hemodialysis) of continuous ambulatory
pemoneal dalyss (CAPD).

Hepatic impairment: Mo dosage adjustment is necessary lor patienis
with hepatic impairment.

Contraindications

Patients with previously demonstrated hypersensitivity to entecair
of any componeni of the product.

Special warnings and precautions for use

Lactic acydosis and severe hepalomegaly with steatosis, including
fatal cases, have been reported with the use of nucleoside
analogues alone or in combination with antiretrovirals.

Severt acule exacerbavons of hepatiis B have been reported in
pabents who have discontinued anti-hepatitis B therapy, including
entecavir. Hepatic function should be monitored closely with both
clinical and laboratory follow-up for at keast several months in
pabents who discontinue anb-hepattis B therapy. If appropriate,
wikabion of ant-hepattis B therapy may be warranied.

Dosage adjustment of entécavir 15 recommended for pabents with a
creabining clearance < 50 mifmin, including patents on hemodialysis
or CAPD.

The safety and efficacy of entecawvir in ver ransplant recipients are
unknown. I entecawvir reatment is determined to be necessary for a
liver transplant recipient who has recewed or is receiving an
immunosuppressant that may affect renal function, such as
cyclospofine o tacrokmus, renal function must be  canefully
manitored bath before and during treatment with enecav.
FPregnancy and lactation

Pregnancy

There are no adequate and well-conrolled Studies in pregnant
women. Because animal reproduction sludies are nol ahbways
predictve of human response, entecavir should be used during
pregnancy only if clearty needed and aher careful consideration of
the risks and benefits.

Labor and delivery

There are no studies in pregnant women and no data on the effect of
enlecavir on ransmassion of HBY from mather to infant. Therefore,
appropnate mterventions should beé uséd 10 preveni neonatal
acquisition of HBV.

Lactation

It is not known whether this drug is excreted in human millc Mothers
should be instructed not Lo breast-feed if they are taking entecavir,
Effects on ability to drive and use machines

No studies on the effects on the ability to dive and use machines
have been performed. Dizziness, latigue and somnolence are
common side eMects which may impar the ability o dove and use
machines
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tibilities with ather drugs

Ir and ir
Drug interactions
Since entecaas is primanty ehminated by the kidneys, coadminstralsn
of entecavir with drugs that reduce renal functon or compete for
active tubular secretion may iNCrease serum concentratons of either
enechvii or the coadministered diug.
Coadministration of entecavir with Lamivudsne, adefovie dpavos, or
tenolovir disoproxil fumarate dd not result in significant drug
imeractions. The effects of coadministration of entecawvir with other
drugs ihat are renally elminated or are known 1o affect renal funclion
have not been evaluated, and patients should be menitored closely
for adverse events when emecavic is coadmnisterad with such
drugs.
Drug Incompatibilities
In the absence of incompatbéity stsdies, this medicinal product must
not be mixed with pther medicinal products.
Adverse reactions
The most common adverse effects of enlecavie have been
headache, fatgue, dizziness, and nausea. Other adverse effecis
include diarthoea, dyspepsia, insomnia, semnolence, and vomiting
Raised liver enzyme concendrations may occur and exacerbation of
hepatitis has been reported afer stoppeng reatment with entecavir,
Lactic acidosis, usually associated with severe hepatomegaly and
sleatosss, has been associaled with trealment with nucleoside
analogues alone or with antiretrovirals.
Overdosage and management
There is no experience of entecavir overdosage reported in patients
Healthy subjects who received single entecavir doses up 1o 40 mg or
multiple doses up 1o 20 mgiday lor up 1o 14 days had no increase in
of unexpected adverse events. I overdose occurs, the patient must
e monitored lor evidence of toxicity, and standard supporine
reatment apphied as necessary.
Following a single 1 mg dose of enlecavir, a d-hour hemodialysis
session removed approximately 13% of the entecavir dose.
Pharmacodynamic properties
Pharmacotherapeutic group: Mucleoside and nucleolide réverse
transcripiase inhibiors,
ATC code: JOSAF10.
Emntecavir, a guanosing nucleoside analogue with actmity against
HBY polymerase, is efficiently phosphorndated to the active
tnphosphate form, which has an intraceliulas half-lle of 15 howrs. By
competng with the natural substrate decwyguanosing tiphasphate,
enlecavr inphosphate functionally inhsbits all three acthaties of the
HBY polymerase (reverse ranscriplase):
(1) Base peiming.
{2) Reverse ranscription of the negatne strand from the pregenomec
messenger RNA
(3) Synthesis of the positive strand of HBY DNA.
Entecavir triphosphate has an inhibtion constant (Ki) for HBV DNA
polymerase of 0.0012 M. It is a weak inhibitor of cellular DNA
polymerases (alpha), (beta), and (delta) and mitochondnal DA
polymerase (gamma) with Ki values rangng from 18 to >160 uM.
Pharmacokinetic properies
Absorption
Following oral administration in healthy subjects, entecavir peak
plasma cor ns o 1 0.5 and 1.5 hours.
Efiects of food on oral absorption: Oral admanistrabon of 0.5 mg of
entecavir with a standard high-fat meal or a kght meal resulted in a
delay in absorpion (1.0 - 1.5 hours fed vs. 0.75 hours fasted),
a decrease in C__ of 44 - 46%, and a decrease in ALC of 18 - 20%
Distribution
Based on ihe pharmacokinetic proile of entecavic after oral dosing,
the estmated apparent volume of distnbution 15 in excess of fotal
body water, suggestng that entecavir is extensivety distnbated imo
HESUES.

Binding ol entecawir 10 human Serum profeins 0 wvire was
approximately 13%.

Metabolizm and elimination

Followwng administration of “C-entecavir in humans, no eodative of
acerylated metabolites were observed. Minor amounts of phase |
metabolies (glucuronide and sulfate conjugates) were observed
Entecavir is not a subsirate, inhibrior, or inducer of the cytochrame
P450 (CYP450) enzyme system.

Aher reaching peak concentration, enfecavic plasma concentrations
decrgased n a b-exponental manner with a terminal elimination
hail-ife of approximately 128 - 149 hours. The observed drug
accumulation index is approximately 2-fold wih once-daily dosing,
suggesting an effective accumulaton hal-ife of approxmately
24 hours,

Enlecavir is predomsnantly ekmenated by the kidney with unnary
recovery of unchanged drug at steady state ranging from 62% o
T3% of the adminssiered dose. Renal clearance 1s independent af
dose and ranges from 360 to 471 mUmin suggesting thal entecawir
undergoes both glomerular filtration and net whular secreton
Packaging

Blister of 10 tabléts. Box of 3 bhisters.

Storage condition, shell-life, specification

17.1. Storage condition

17.2,
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36 months from the date of manulactuting. o
17.3. Specification g
In-house. 2
18. Name, address of manufacturer "

Store in & well-closed container, in a dry place. Do not store above
30°C.
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