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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 insert carefully before use
Qualitative and quantitative.composition
Active ingredient:

Entecavir ....
(As entecavir monohydrate 0.532 mg)

Excipient ingredients:

Calcium - carbonate, pregelatinized starch soy polysacchande
carmellose sodium, citric acid anhydrous, sodium steary! fumarate,
opadry white 13B58802.

Pharmaceutical form

Film-coated tablet.

White, triangle-shaped, film-coated tablet, engraved wnh “0.5" on
one side and “E” on the other side.

Indications

Treatment of chromc hepatitis B in adults with compensated liver
disease with evidence of active viral replication, persistently elevated
liver enzyme values, and histologically .active disease, including
those resistant to lamivudine.

Administration and dosage

Administration

Entecavir STELLA 0.5 mg should be admm!stered on an empty
stomach (at least 2 hours after a meal and 2 hours before the next
meal).

Dosage

The recommended dose of entecavir for chronic hepatitis B virus
infection in nucleoside-treatment-naive adults and adolescents
16 years of age and older: 0.5 mg once daily.

The recommended dose of entecavir in adults and adolescents
(= 16 years of age) with a history of hepatitis B viremia while
receiving lamivudine or known lamivudine resistance mutations:
1 mg once daily.

Patients with renal impairment:

0.5 mg

Creatinine clearance Usual dose Lamivudine-refractory

= 50 mi/min 0.5 mg once daily 1 mg once daily

30 to < 50 mi/min 0.25 mg once daily 0.5 mg once daily

10 to < 30 mi/min 0.15 mg once daily 0.3 mg once daily

< 10 ml/min * 0.05 myg once daily 0.1 mg once daily

* Hemodialysis (administer after hemodialysis) or continuous ambulatory

peritoneal dialysis (CAPD).

Hepatic impairment: No dosage adjustment is necessary for patients
with hepatic impairment.

Contraindications

Patients with previously demonstrated hypersensmvrty to entecavir
or any component of the product.

Special warnings and precautions for use

Lactic acidosis and severe hepatomegaly with steatosis, including
fatal cases, have been reported with the useof nucleoside
analogues alone or in combination with antiretrovirals.

Severe acute exacerbations of hepatitis B have been reported in
patients: who have discontinued anti-hepatitis B therapy, including
entecavir. Hepatic function should be monitored closely with both
clinical and laboratory follow-up for at least several months in
patients who discontinue anti-hepatitis B therapy. - If : appropriate,
initiation of anti-hepatitis B therapy may be warranted.

Dosage adjustment of entecavir is recommended for patients with a
creatinine clearance < 50 ml/min, |nclud|ng patients on hemodialysis
or CAPD.

The safety and efficacy of entecavir in liver transplant recipients are
unknown. If entecavir treatment is determined to be necessary for a
liver “transplant recipient who has received or: is receiving an
immunosuppressant. that may affect .renal function,. such as
cyclosporine or tacrolimus, renal : function.:must be. . carefully
monitored both before and during treatment with entecavir.
Pregnancy and lactation .

Pregnancy

There are no adequate and we!l~controiled studies in:: pregnant
women. Because animal reproduction studies. are not always
predictive of human response, entecavir should be used during
pregnancy only if clearly needed and after careful consideration: of
the risks and benefits.

Labor and delivery

There are no studies in pregnant women and no data on the effect of
entecavir on transmission of HBV from mother to infant. Therefore,
appropriate interventions should be used to prevent neonatal
acquisition of HBV.

Lactation

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

No studies on the effects on the ability to drive and use machines
have been performed. Dizziness, fatigue and somnolence are
common side effects which may impair the ability to drive and use
machines.
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Interactions and incompatibilities with other drugs

Drug interactions

Since entecavir is primavily eliminated by the kidneys, coadministration

of ‘entecavii: with drugs that reduce renal. function or compete for

active tubular secretion may increase serum concentrations of either

entecavir or the coadministered drug.

Coadministration of entecavir with lamivudine, adefovir dipivoxil, or

tenofovir. disoproxil fumarate.-did. not result in. significant drug

interactions. The effects of coadministration of entecavir with other

drugs that are renally eliminated or are known to affect renal function

have not been evaluated, and patients should be monitored closely

for adverse events when entecavir is coadministered with such

drugs.

Drug incompatibilities

in the absence of incompatibility studies, this medicinal product must

not be mixed with other medicinal products.

Adverse reactions

The most common adverse : effects of . entecavir .have been

headache, fatigue, dizziness, and nausea. Other adverse effects

include diarrhoea, dyspepsia, insomnia, somnolence, and vomiting.

Raised liver enzyme concentrations may occur and exacerbation of

hepatitis has been reported after stopping treatment with entecavir.

Lactic acidosis, usually associated with severe hepatomegaly and

steatosis, has been associated with treatment 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 to 40 mg or

multiple doses up to 20 mg/day for up to 14 days had no increase in

or unexpected adverse events. If overdose occurs, the patient must

be monitored for evidence of toxicity, and standard supportive

treatment applied as necessary.

Following a single 1 mg dose of entecavir, a: 4-hour hemodialysis

session removed approximately 13% of the entecavir dose.

Pharmacodynamic properties

Pharmacotherapeutic group: Nucleoside and nucleotide reverse

transcriptase inhibitors.

ATC code: JO5AF10.

Entecavir, a guanosine nucleoside analogue with activity against

HBV polymerase, is efficiently phosphorylated to the active

triphosphate form, which has an intracellular half-life of 15 hours. By

competing with the natural substrate deoxyguanosine triphosphate,

entecavir triphosphate functionally inhibits all three activities of the

HBV polymerase (reverse transcriptase):

(1) Base priming.

(2) Reverse transcription of the negative strand from the pregenomic
messenger RNA.

(3) Synthesis of the positive strand of HBV DNA.

Entecavir triphosphate has an inhibition constant (Ki) for HBY DNA

palymerase of 0.0012 uM. It is a weak inhibitor of cellular DNA

polymerases (alpha), (beta), and (delta) and mitochondrial DNA

polymerase (gamma) with Ki values ranging from 18 to >160 uM.

Pharmacokinetic properties

Absorption

Following oral administration .in healthy  subjects, entecavir peak

plasma concentrations occurred between 0.5 and 1.5 hours.

Effects of food on oral absorption: Oral administration of 0.5 mg of

entecavir with a standard high-fat meal or a light meal resulted in a

delay in absorption (1.0-- 1.5 hours fed vs. 0.75 hours fasted),

adecrease in C__ of 44 - 46%, and a decrease inAUC of 18 - 20%.

Distribution

‘Based on the pharmacoklnetlc profile of entecavir after oral dosing,

the estimated apparent volume of distribution is.in excess of total
body water, suggesting that entecavir is extensively: distributed into
tissues.

Binding of entecavir to human serum . proteins in. vitro was
approximately 13%.

Metabolism and elimination

Following administration of “*C-entecavir in humans, no oxidative or
acetylated metabolites were observed. Minor amounts of phase Il
metabolites: (glucuronide and sulfate conjugates) were observed.
Entecavir is not a substrate, inhibitor, or inducer of the cytochrome
P450 (CYP450) enzyme system.

After reaching peak concentration, entecavir plasma concentrations
decreased in a bi-exponential- manner with a terminal elimination
half-life of ‘approximately-. 128 ~ 149 hours.: The observed drug
accumulation index is approximately 2-fold with once-daily dosing,
suggesting an effective accumulation half-life of: approx:mately
24 hours.

Entecavir is predominantly eliminated by the kldney with -urinary
recovery: of unchanged drug at steady state.ranging:from 62% to
73% of the administered dose. Renal clearance is independent of
dose and ranges from 360 t0:471 mi/min suggesting that entecavir
undergoes both glomerular filtration and net tubular secretion.
Packaging

Blister of 10 tablets. Box of 3 blisters.

Storage condition, shelf-life, specification

Storage condition

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

Shelf-life

36 months from the date of manufacturing.
Specification

In-house.

Name, address of manufacturer

P1010623-T

40 Tu Do Avenue, Vietnam - Singapore Industrial Park,

== Stellapharm J.V. Co., Ltd. - Branch 1

STELLA

An Phu Ward, Thuan An, Binh Duong, Vietnam
Tel: (+84 274) 3767 470 Fax: (+84 274) 3767 469
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Entecavir STELLA 0.5 mg

Tén thudc

Entecavir STELLA'0.5 mg

Céc déu hiéu hwu ¥ va khuyén cao khi dung thudc -

D& xa tam tay tré em

Doc ky hu'ong dan s dung trerée khi dung

THUGC-BOC

Thanh phan coéng thirc thude

Thanh phan hoat chét: :
ENEECAVIT c.vvcviviririereren et e sasidssa b i b b i e i 0,5 mg
(DuGi dang entecavir monohydrate 0,532 mg)

Thanh phan ta duoc::

Calci carbonat, tinh bdt tién hd hoéa, soy polysaccharid, carmellose
natri, acid citric khan, natri stearyl fumarat, opadry trng 13B58802.
Dang bao ché

Viénnén bao phim:

Vién nén hinh tam giéc, bao phlm mau tréng, mdt mét khic “0.5",
mot mét khic chir "E™.

Chi dinh

Didu tri viém gan B man tinh & nguwdi I&n bi bénh'gan con bl ¢6 bang
chfmg v& hoat déng sao chép cla virus, cé sy tng cao kéo dai cac
tri $8 enzym gan va c6 biéu hién bénh vé& mat md hoc ké ca truding
hop dé khang véi lamivudin, ‘

Céch duing, lidu dung

Cdch ding

Entecavir STELLA 0. 5 mg duoc dung khi bung doi (it nhat 1a
2 gitr sau khi @n va 2 gi® truwéc bira an ké tiép).

Ligu ding

Ligu khuyén cdo clia entecavir cho ngudi Ion va tré vi thanh nién
> 16 tubi bi nhiém virus viém gan B man tinh va chwa diBu trj véi
nucleosid: 0,5 mg x 1 lan/ngay.

Ligu khuy&n céo clia entecavir cho ngudi 160 va tré vi thanh nién
(= 16 wdi) co tidn si nhidm virus viém gan B trong mau trong khi
dang dung lamivudin hodc cd dot bién khang thudc lamivudin:
1 mg x 1 [an/ngay.

Bénh nhén suy thén:

2 thath loc Liéu thuerdmng ding D& khang lamivudin
creatinin
= 50 mi/phut 05mgxitan/ngay | 1mgx1fan/ ngay

30 - <50 mphdt | 0,25 mg x 1/ ngay | 0,5 mg x 1 IBn/ ngay

10 - <30 mi/phdt- | 0,15 mg x 1 [&n/ ngay | 0,3 mg x 1 fan/ ngay

< 10 ml/phat * 0,05 mg x 1 1an/ ngay | 0,1 mg x 1 1an/ ngay

* Th&m tach mau (dung thudc sau loc mau) hodc thdm phéan phoc
mac lién tuc ngoai tri (CAPD).

Bénh nhan suy gan: Khdng can phai didu chinh lidu v6i bénh nhan bi
suy gan.

Chéng chi dinh :

Bénh nhan qua man cam véi entecavir hay véi bat civ thanh phan
nao clia'thude:

Canh bao va than trong khi dung thubc

Nhiém acid. lactic va chitng gan to nhiém m& trdm trong; gom ca
nhitng ca 1 vong, duoc bdo cao khi str dung cac chét tuong tv
nucleosid don 1& hay phéi hop véi cac thude khang retrovirus.

P& cb bao cao vé tredng hop bénh viém gan B cap tinh trd nén tram
trong & nhifng bénh nhan da ngung liéu phap chéng viém gan B,
bao gbm ca entecavir. Nén tiép tuc theo d6i chat ché chikc nang gan
trén ca [am sang va thuwe nghiém: it nhéat vai thang & nhiing bénh
nhén da ngung diing liéu phap chdng viém gan B. Néu thich hop, cé
thé bat gau thuc hién liéu phap.chéng viém gan:B.

Viéc digu chinh liéu. entecavir duwgc khuyén cdo d6i voi cdc bénh
nhan ¢6.dd thanh loc creatinin < 50 ml/phit, k€ c& cac-bénh nhan
dugc thdm phan mau hodc dwgc thdm phan phac mac lién tuc ngoai

<t (CAPD).

-+ Tinh an toan va hidu quéa cla entecavir & bénh nhan ghép gan chwra

duoc bigt. Néu viéc diBu tri véientecavir 1a can thi§t cho bénh nhan
ghép gan d& ho#c dang ding mdt thudc (v ché mién dich ma c6 thé

+ anth hwémg dén-chive ndng than, nhu cyclosporin hoéc tacrolimus,

chirc néng than nén duoc theo don cén than ca trude va trong qua
trinh digu trj véi entecavir,

*. Stv dung thudc-cho phu:nie c6 thal va cho con bu '

Phu nir c6 thai
Chura c6 cac nghién.clru day di va dirgc kiém soat t6t & phu ni c6
thai. Do cac nghién ctu: v& sy sinh san & dong vat khong tudn ludn
dy doan dugc dap ting & nguwdi, chi nén diing entecavir trong thai ky
néu that st ¢an thiét va sau khi da can nhac cén than céac nguy co
va loi ich.

Phu ni¥ ltic chuyén da va sinh dé ;
Chuwa cd cac nghién ctru. & phu nit cé thai va.chwa ¢é diliéu vé anh
hwdng clia entecavir d6i v&i sir 1ay truyén HBV tir me sang con. Do
d6, nén str dung cac bién phap can thiép thich hop dé phdng ngtra
viéc méc phai HBV & tré so sinh,
Phu ni¥ cho con bu
Chua biét thudc nay c6 bai tiét vao sita me hay khong. Can hwéng
dan nguwdi me khdng nén cho con b khi dang diing entecavir.
Anh hwéng cha thude 1én kha néng lai xe; van hanh may méc
Chua ¢ nghién cru- cho thdy tac dung cla thudc anh huwdng dén
kha nang 1ai xe va van hanh may maéc. Chéng mat, mét maiva budn
ngd 1a nhitng tac dung khdng mong mudn thudng gép c6 thé anh
hwéng dén kha ning l&i xe va van hanh may méc.
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Twong tac, twong ky cta thude

Twong téc cla thudc

Vi entecavir dwoc thai trir chil yéu qua than nén viéc dung chung
entecavir véi cac thudc lam suy giam' chibc ndng than hodc canh
tranh bai tiét chii dong v6i entecavir & 6ng than ¢6 thé lam gia tang
ndng do trong huyét thanh clia entecavir hodc clia cac thudc duoc
dang chung.

Viéc diing ddng thovi entecavir véi lamivudin, adefovir dipivoxit hodc
tenofovir disoproxil fumarat khéng gay twong tac thudc dang k&. Hau
quéa cla viéc ding chung entecavir voi cac thudc dugc dao thai qua
than hodc dugc bidt 1a ¢6 anh hirdng dén chivc ndng than hién chuwa
duoc danh gia, do d6 bénh nhan nén dwoc theo dbi chét ché vé cac
tac déng cé hai cla entecavir khi thudc dwgce ding chung véi cac
thudc loai nay.

Twong ky cta thudc

Do khéng co cac nhghién ctru v tinh tiong ky chathudc, khong tron
1an thudc-hay vai cac thudc khac.

Tac dung khdng mong mudn cia thudc :

CAc tac dung khéng mong mudn thudarng gap nhét cla entecavir 1a
dau dau, mét moi, chéng mat va budn ndn, Cac tac dung khdng

+ mong mudn khac bao gdm tiéu chay, khd ti&u, méat nga, budn ngi va

nén. Téng nbng dd enzym gan c6 thé xay ra va da c6 bao céo vé tinh
trang trAm trong cla bénh viém gan sau khi ngung-digu tri véi
entecavir. Nhiém acid lactic, thuérng kém v6i chieng gan-to va nhiém
mé& ndng, cd fién quan dén viéc diéu tri don & vi cac thube twong
iy nucleosid hodc véi cac thude khang retrovirus.

Qua lidu va cach xir tri

Chua c6 bao c&o v viéc qué lidu entecavir & bénh nhan. Nhirng doi
tweng khde manh dé ding entecavir don ligu Ién dén 40 mg hodc da
lidu l1én d@én 20 mg/ngay trong hon 14 ngay khong bi gia ting hodc
xay ra tai bién dot xut ndo. Néu cb trudng hop ding thudc qua ligu,
bénh nhan phai dwgc theo dai dau higu cda sy nhiém déc, va néu
can thi phai 4p dung phuwong phap digu tri hd tro chuén.

Sau khi dung entecavir 1 mg figu don, mdt dot thdm tach mau trong
vong 4 gitr loai dirgec khodng 13% [igu entecavir.

Dac tinh dwoe lwe hoc :

Nhém duge ly: Cac chat (re ché enzym phién mé nguwoc nucleosid
va nucleotid.

Ma& ATC: JO5AF10.

Entecavir, mdt chat twong tw nucleosid guanosin cé hoat tinh khang
HBV_polymerase, dwoc phosphoryl hod hiéu qua thanh dang
triphosphat cé hoat tinh véi thoi gian ban thai trong t€ bao la 15 gid.
Do canh tranh v&i co chét tw nhién deoxyguanosin triphosphat, nén
v& miét chirc ning entecavir triphosphat (¢ ché dugc ¢a 3 hoat tinh
clia HBV polymerase (enzym sao chép nguwoc):

(1) Cung cap base.

(2) Saochép ngugc chudi am tinh ttr mRNA tru'o'c gen.

(8) Téng hop chudi dwong tinh clia HBV DNA.

Entecavir triphosphat c6 hiing s6 (rc ché (Ki) d6i véi DNA
polymerase ctia MBV & 0,0012 puM. N6 la chat fc ché yéu DNA
polymerase clia t€ bao (alpha), (beta), (delta) va DNA polymerase ty
lap thé (gamma) véi gia tri Ki trong khoang 18 dén >160 pM.

Pac tinh dwoc déng hoc

Hép thu

Ndng dd dinh clia entecavir trong huyét twong & nhirng ddi twong
khée manh dat duoc trong khoang 0,5 - 1,5 gidr sau khi ubng.

Anh huwéng cla thike &n 1én s hp thu qua dwdng udng: Udng 0,5 mg
entecavir cing véi mot blra &n binh thwirng ¢ dd béo cao hodc mot
bira &n nhe dan dén lam cham sy hép thu (1,0 - 1,5 gitr khi bung no so
Vi 0,75 gitr khi bung déi) lam giam C,__ 44 - 46% va AUC 18 - 20%.
Phén bé
-Dua vao hd so duac dong hoc clia entecavir sau khi uding, thé
tich phan bd biu kién dugc wéce tinh 1a nhidu hon téng luvong
nwéce trong co thé, ditu nay cho thdy entecavir dwoc phan bd

. nhidu.vao md.

~ Trén in vitro, khoang 13% entecavir gin ket vGi protem huyét thanh

clia ngLrdri.

.. Chuy@n héa va thai trie

. Khdng thay chét chuyén hda dang oxy hoa hodc acetyl héa & nguoi
sau khi udng “C-entecavir. Quan sat thdy,cé lwgng khdng dang ké
chat chuyén hoa giai doan Il (cac chat lién hop glucuronid va sulfat).

. Entecavir khong. phai ia mét co chat, mot chat ¢ ché hay mot chat
cam irng hé thdng enzym cytochrom P450 (CYP450).
Sau khi dat.ndng dd-dinh, ndng dd entecavir trong huyét twong
giam theo- ham s6 mii bac 2 véi thoi gian ban thai cudi cling
khoang .128 - 149 giv. Chi sd tich Iy thudc quan sat dugc ia
khoang 2 [&n védi ligu dung 1 1&n/ngay, digu nay cho thédy thoi gian
béan hiy tichidy thye sw la khoang 24 gio.
Entecavir dugc dao:thai chlt yéu qua than véi Iuo'ng thudc
khoéng chuyén héa thu hdi dwoc trong nuéc tiu trong trang thai
8n dinh tr 62 - 73% ligu dung. DS thanh lgc than khéng phu
thudc vao.ligu dung va dao déng tlr-360.- 471 ml/phat digu nay
cho thay entecavir da qua ca hai qué trinh foc cau than.va phan
tiét tiéu quan.
Quy cach dong gox
Vi 10 vién. HOp 3 vi.
Didu kién bao quan, han dung, tiéu chudn chat Iwcvng cta thudc

17.1. Didu kién bdo quan

--Bao quan trong bao bi kin, noi khd. Nhiét dd khdng qua 30°C.,

17.2. Han dang

36 thang ké tir ngaly san xuét.

17.3. Tiéu chudn chét lwong

TCCS: ~
18. - Tén, dia chi cGa co’ s& san xudt thubc N
Cong ty TNHH LD Steltapharm - Chi nhanh 1
== S6 40 dai 16 Ty Do, KCN Viét Nam - Singapore,
o : P. An Pht, Tp. Thuan An, T. Binh Dirong,: Viét Nam
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