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Scription only

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 ingrexdient
Entecawvir sbpusranagn g
(As entecavir monatydrate 0.532 ma)
Excipient ingredients

Calcium carbonate, pregelatinized starch, soy paolysaccharide,
carmellose sodum, citric acid anhydrous, sodium stearyl fumarate,
opadry white 13B58802.

Pharmaceutical form

Film-coated tablet.

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

Indications

Treatment of chromc hepatts B in adults with compensated lver
disease with evidence of active wviral replication, persistently elevated
Inver enzyme values, and histologically active disease, Including
those resistant 1o lamivudne,

Administration and dosage

Administration

Entecavir STELLA 0.5 mg should be administered on an empty
stomach (at ieast 2 hours after a meal and 2 hours before the next
meal)

The recommended dose of entecavir for chromc hepatits B virus
infection in nucleoside-treatment-nave  aduls and adolescents
16 years of age and obder. 0.5 mg once daily,

The recommended dose of entecavir in adults and adolescents
(2 16 years of age) with a history of hepatitis B wviremia while
recenang lamiwvuding of known lamivudine resistance mutations.
1 mg once daily.

Patients with renal impairment:

Crealvwne clearance Uswal dose Lammvurdine-refracion:
2 50 miimin 0.5 mg once daty 1 mg once daily
30 b < 50 mil'min 0 2% mg once daity 0.5 mg once daity
10 to < 30 mbfmen 0,15 mg once dasty 2.3 mg once daily
= 10 ml'min * 005 mg once dady 01 mg once daily
* Hemodialysis (administer after hemodialysis) or continuous ambulatory
penioneal dalysis (CAPD)

Hepatic impaiment: Mo dosage adjustment is necessary for patients
with hepatie impairment.

Contraindications

Patents with previously demaonstrated hypersensitivity 1o entecavir
of any component of the product.

Special warnings and precautions for use

Lactic acidosis and severe hepatomegaly with steatosis, including
fatal cases, have been reporied with the use of nucleoside
analogues alone of in combimation with antiretrovirals.

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

Dosage adjustment of entecavir 15 recommended for patients with a
creatinine clearance < 50 miimin, including patenis on hemodalysis
of CAPD.,

The salety and efficacy of entecavir in liver ransplant recipients are
unknown, If entecavir reatment s determined o be necessary for a
liver transplant recipient who has received or is receiving an
immunosuppressant that may affect renal function, such as
cyclosporing of tacrolimus, renal function must be carefully
momitored both before and during treatment with entecawvir,
Pregnancy and lactation

Pregnancy

There are no adequate and well-controlied studies in pregnant
wamen. Because animal reproduction studies are not always
predicive of human response, enecavir should be used during
pregnancy only if clearty needed and after carelul consideration of
the risks and benefits.

Labor and delivery

There are no studies in pregnant wamen and no data on the effect of
entecavir on transmission of HBY from mather to infanl, Theretare,
appropnate  interventions should be used to prevem necnatal
acquisition of HBV,

Lactation

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

Mo studies on the effects on the ability to drive and use machmes
have been performed. Dizziness, fatigue and somnolence are
commaon side elfects which may imparr the ability 1o dnve and use
machines,
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Interactions and incompatibilities with other drugs

Drug interactions

Since enfecavir is primarily eliminated by the kidneys, coadministration

ol entecavir with drugs that reduce renal function of compete for

active wbular secretion may Increase serum concentrations of either

entecavir or the coadministered drug.

Coadministration of entecavir with lamvudine, adefovir dipvoxil, or

lenofovir disoprosl fumarate did not result in significant drug

interactions. The effects of coadministrabon of entecawvir with other

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

have not been evaluated, and patients should be monitored closely

for adverse events when emnecavit 5 coadministered with such

drugs.

Drug incompatibilities

in the absence of incompatibility studies, this medicing product must

nat be mixed with other medicinal products

Adverse reactions

The most common adverse effecis ol enlecavir have been

headache, fatigue, dizziness, and nausea, Other adverse effecls

incluthe diarrhoea, dyspepsia, insomnia, somnalence, and vomiting

Raised liver enzyme concentrations may occur and exacerbation of

hepatitis has been reponed after stopping Ureatment with entecavir

Lactic acidosis, usually associaled with severe hepalomegaly and

stealosis, has been associaled with treatment wilh nucleoside

analogues alone or with antirelrovirals.

Overdosage and manageament

There s no experence of entecavir overdosage reported in pabents

Healthy subjects who received single entecavir doses up 1o 40 mg or

multiple doses up to 20 mgfday for up to 14 days had no increase in

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

be monitored lor ewidence of toxiety, and standard supportive

freatment applied as necessary

Foliowing a single 1 mg dose of entécavir, a 4-hour hemodialysis

session removed approximately 13% of the entecavir dose.

Pharmacodynamic properties

Fharmacotherageutic group: Nucleoside and nucleotide reverse

transcriptase inhibitors.

ATC code: JOSAF10.

Emtecavir, a guanosine nucleoside analogue with actwity against

HBY polymerase, is efficiently phosphoryated 1o the active

tniphasphate form, which has an intraceliular half-ife of 15 hours. By

competing with the natural substrate deoxyguanosine tnphosphate,

entecavir inphosphate funcionally inhibits all three activites of the

HBY polymerase (reverse transcnptase)

{1) Base priming.

(2) Reverse transcripion of the negatve strand from the pregenomic
messenger RMNA

{3) Synthesis of the positive strand of HEV DNA_

Entecavir tnphosphate has an inhibibon constant (Ki) for HBY DNA

polymerase of 0.0012 pM. It s a weak inhibitor of cellular DNA

polymerases (alpha), (beta), and (dela) and mitochondnal DNA

polymerase (gamma) with Ki values ranging from 18 1o =160 uM.

Pharmacokinetic properties

Absorption

Following oral administration in healthy subjects, entecawir peak

plasma concentrations occurred between 0.5 and 1.5 hours.

Effects of food on oral absorption. Oral admimistrabion of 0.5 mg of

entecavir with a standard high-fal meal or a kght 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 in AUC of 18 - 20%,

Distribution

Based on the pharmacokinetic profile of entecavir after oral dosing.

the estmated apparent volume of destnbution is in excess of fotal

body water, suggesting that entecavir is extensively distnbuted into

lssUes.

Binding of enlecawii [0 human serum profeins n wvire was

approximately 13%.

Metabolism and elimination

Followang admmistration of “C-entecavir in humans, no oxidative ar

acetylated metabolites were observed, Minor amounts of phase |

metabohtes {glucuronide and sullate conjugates) were observed

Entecavir is not a substrate, inhibstor, or inducer of the cytochrome

P450 (CYPA50) enzyme system.

After reaching peak concentration, entecavir plasma concentrations

decreased in a bi-exponential manner with a terminal eliminanon

hait-ife of approximately 128 - 149 hours. The abserved drug

accumulation index is approximately 2-fold with once-daily dosing,

suggesting an eflectve accumulation half-ife of approximately

24 hours,

Entecavir is predominanily eliminated by the kidney 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 fram 360 1o 471 mi/min suggesting that entecawr

undergoes both glomerular filiration and net wbular secretion

Packaging

Biister 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 stare above

an°c.

. Shelt-life

36 months from the date ol manulactuting.

Specification

In-house.

Mame, address of manufacturer
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STELLA

Stellapharm J.V. Co., Lid. - Branch 1
A0 T Do Avenue, Vieinam - Sangapote Industial Park
An Phu Ward, Thuan An, Bmh Dughg. Vieinam
Tel (+B4 274) 3767 470 Fax (+B4 274) 3767 469
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Entecavir STELLA 0.5 mg

Tén thudc

Entecavir STELLA 0.5 mg
Cac dllu higu fur y vl Khiigdn cho kil dang thude
D9F xn tAm iy i ey
Doc k§ turdmg dlin s dung e K ding

THUOE POC

Thanh phlin cdng thire thude

Thanh phiin hoat chii

Entecavie

(Durtri dang emecavis monalwdoate 0,532 mg)

Tharh phdn 14 duype

Caler carbonat, tnh bt bdn b hoa, soy polysaccharid, carmetiose
natn, acid citric khan, natn stearyl fumarat, opadry tlng 13858802,
Dang bdo chi

Widin rbn bao plim

Vin nén hinh tam gidc, bao phim miu wing, mdt mal khic “o.5°,
mdt mdi khic chir “E”

Chi dinh

i tr) vidm gan B man tink & ngueoi 1ém bl binh gan con ba oo bing
chimg & hoat ddng sao chép ola virus, cd sy tng can kéo dii cac
tr 58 enzym gan va co bifu Wén bénh vE mbt md hoc, k& cA tudmg
hop d& khiing vin lamaudin,

Cach ding, lidu dang

Cach ding

Entecavir STELLA 0.5 mg duge dong khi bung déi (it nhit 14
2 gitr sau khi &n vi 2 gl e bira &n kE tép).

Ligu ding

Ligu khuyén cao cla entecavir cho ngudi kem v wé vj ikanh nidgn
= 16 wdi bi ném vires viém gan B man 1inh va chua Gidu tr| vén
nuclieosid: 0,5 mg x 1 IAningay.

Lidu khuyén cdo cda entecavir cho ngun 1om va ind vi thanh mién
(= 16 tudi) cé tdn sir nhiém virus viém gan B wong méu trong khi
dang ddng lamivudin hodc co ddt biEn khéang thudc lamivudin
1 mg x 1 lAningay.

ns mij

Binh nhdn suy thin:
el Lidu thuomg ding | D2 khang lamivucin
z 50 miphin 0.5 mg x 1 [&n/ ngay 1 mg = 1 @nf ngay
30 - < 50 miphit | 0,25 mg x 110 ngay | 0.5 mg x 1 1n/ ngay
10-< 30 mifphit | 0,15 mgx 1 An/ngay | 0,3 mg x I IAn/ ngay
< 10 milphdt * 0,05 mg x 1 nfngdy | 01 mg x 1 80/ nghy
* Thim tich mau (ding thufie sau loc miu) hodc thim phan phic
mac lién tue ngoai tn (CAPD).

8énh nhin suy gan: Khing cin phii dwu chinh kbu vén bénh nhiin bi
suy gan.

Chéng chi dinh

Bénh nhin gua min cam vin entecavir hay vén bt cir thanh phin
nao cha thube.

Canh bdo va than trong khi {Iilng thude

Mhidm acid lactc va chirng gan to nhedm médr rAm trong. gbm cé
nhing ca W vong, duge bao cho ki sdr dung cac chit tuong ty
nucheasid don W hay phdi hop wini cac thudc khing retrovieus.

£ ¢t bao cho vk tnedng hop bénh viém gan B cdp tinh trd nén trdm
trgng & nhimg bénh nhan di ngung k&u phap chéng viém gan B,
bao gbm cad emecavir. Nén tép tuc theo dih chat ché chirc ndng gan
trén ca 1am sang va thye nghidm it nhdt vas thang & nhirng bénh
nhdn da ngung dong béu phap ching vieém gan B. Néu thich hop, cb
thé bt dau thue hign kéu phap chiing wém gan B.

Vigc iy chinh Wy entecavir dugc khuydn cao o vin cac bénh
nhdn et A5 thanh kg creatinin < S0 mijphit, ké c4 cdc bénh nhan
durorc thdm phan maw hodc durge thim phan phic mac Bén we ngoal
tru (CAPD).

Tinh an to&n va hvdu qua cda entecave & Binh nhiln ghap gan chura
durgrc bt Néu wvilc dbu tr) i entecanar I cin thilll cho bénh nhan
ghép gan di hoac dang diung mdt thude Oc ché mién dich ma cb thé
Anh hurdng dén chic ndng thin, nhe cyclospaorin hode tacrolimus,
chirc péng than nén duge theo dii cdn than ca trudc v ong qua
trinh didu irj win entecawir,

Sir dyng thube cho phy nlr co thai va cho con ba

Phy nir co thai

Chura cé cac nghidn cm diy di va duoc kifm soal t & phy nl co
thai. Da cac nghién ciu & sy sinh sén & ding vt khéng ludn udn
dy dodn dugc dap ceng dr ngurii, chi ndn dang entecavir trong thai ki
néu that sur clin theft va sau khi @3 cin nhdc cln thin cic nguy co
vl lgniich.

Phy nir lic chuyén da va sinh dé

Chura b che nghidn ciu & phy nir 6 thai v chua o ol ligu v Anh
hurérng clia endecanir 48 Ve su Wy IreyBn HBY 1 me sang con, Do
a6, nén sir dung cac bidn phap can thiép thich hop 08 phang ngira
vide mic phdi HBY & 1ré s sinh,

Phy nir cho con bi

Chura biét thufe ndy cé bai 1 vao sira me hay khing. Cln huéng
din ngudn me khbng nitn cho con b khi dang ding entecavir

Anh hiurémg cia thubc 18n khi ndng 14 xe, vin hanh miy méc
Chura cf nghién ciru cho thily 1ac dyng cia thuBc dnh huéng d8n
khé ndng 14 xe vi vin hanh may mdc. Chong mat, mé mii va bubn
nga & nhimg 14c dung kKhong mang mubn thirdng gip cb the anh
hudrng dén khi ndng 1A xe va van hanh may moc,
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Turerng WAE, Nireeng ky eln thulic
Tiromg M€ Cila thudc
Wi entecoVir duge thil tar i y&u qua ihdn ndn wbe ding chueg
erilocavit Y00 ede thufe Ihm sy gibm chire ndng thiin hode canh
et bl W81 chil B0ng wir Entecrdin & fng thn ch hd lam gin tng
niing A WOng Mueyft thanh cln entecave hobe cin che thude dugc
g enung
wigc o] Alirg thin entecavie vin lamivuding adefovir dipreosd hode
yanatovit isopoml fumarnt khing gy teong 1AC s ding kS Hiu
i el wic ding chung entecavir vl cAc thudc duoe dio thii qua

lhﬂlﬂmt e it I €6 Anh hudeng d8n chire ndng an Rln chua
durge AANN gIA, o @9 bhnk nhAn nbn duge theo dbi chi chid vl chc
e B0 ©b hai coa entecavie khi thude duge dung ehung won cac
ol 10ai ndy
Tuom ky cia thudc
Do khiing cé cac nghién cou vl tinh furomg ky clm thise, khing trin
1 thielic nidvy i che thule khibc
Tie dung khiing mong mubin cia thulc
cAc e dung khing mong mudn thudmng gap nhit eda emecanr B
dau d8u, mB1 méi, chng m&t vA bubin ndn CAc the dung khing
mong Mdn khiie bao glim B8u chiy, khé e, mdt mgl, buba ngd v
néin. Tang ndng 86 enzym gan o the xiy ra va 43 cb bho caa v& [ink
wang HAm vong cha bénh vidm gan sau kin ngung difu in win
entecavit. Nhidm acid lactic, thurteng kém vl ehimg gan to va nhilm
miy nling. b lién quan dfn wic ddu I don [ win che thude wrong
i nucleosid hodc win cac thufic khiang retrovinus
Qui liku vi chch e
Chira 8 BAD cao vB viec qua By entecavir & Bénh nhan. Nhlng o8i
turgmg khie manh A4 ding entecavir dom idu 14n 88n 40 mg hode da
w0 dén 20 mgingdy trong hon 14 ngay khdng b gia tng hode
wiky ra tal DiEn 301 xuft ndo. Néu cd trirdmg hop ding thudic gud i,
bénh nhan phdl duge theo dé diu hebu cla sy nhdm dde, va néu
¢iin thi phii &p dung phurong phip ddu tri hd g chudn
sau khi dong entecavie 1 mg &y den, mit dot thdm tach maw trong
viing 4 gitr loai dugre khodng 139 lilu entecayir
Bic tinh duge Iy hoo
Nhem duge - Cac chdt ic chi enzym phign ma nguoc nucleosid
v nucheond.
MEATC JOSAFILD,
Erdecavir, mit chiit trong te nucleosid guanosin cé hoat tinh kidng
HBV polymerase, duge phosphoryl hod hedu quid thanh dang
riphosphal cd hoat tinh von thdn gean ban thas irong & bao L 15 gWr.
Do canh tranh vir cir chdt ty nhién deoxyguanasin inphasphat, nén
v mal chdc nang entecavir inphosphat orc ché duoc ca 3 hoat tinh
cis HBY polymerase (eneym sao chép ngugc),
{1} Cungclp base,
{2) Sa0 chép nguoc chudi &m tinh ilr mANA b gen
{3) Téng hop chud duong tinh cia HBV DA
Entecavir triphosphat 6 hdng s8 (c ché (ki) o von DMA
polymerase cda HBY I 0,0012 uM. NG 1 chdt drc ché ydu DNA
polymerase cda & bio (alpha), (Beta), (delta) vA DNA polymerase ty
lap thE (gamma) vén gid tn Ki rong khodng 18 dén > 160 uM
Déac tinh duerc ddng hoc
Hip thu
NOng di dinh cda entecavir trong huy® twong & nhideng i tuomg
Kkhde mgnh dat duge treng khodng 0,5 - 1,5 ger sau khi ufing
Anh hisémng ciia thirc &in Hén sur hdp thu qua duang uing: Lbng 0,5 mg
entecavir cing wii mit bira &n binh thudmg cb 33 béo cao hodic mdt
olra &n nhe oén fam cham sy hdp tha (1.0 - 1,5 gidr khi byng no so
win 0,75 galr khi bung Aoi) lam guim ©__ 44 - 36% va AUC 18 - 209,
Phin bé
Dya vao hd so duge ding hge cda entecavir sau ki udng, thé
tich phan b bifu kifn duge wée tinh 14 nhidu hen tdng legng
nurdr trong oo thé, ddu nay cho thdy entecavit dirge phan b
nhiBu wio ma,
Trén i wiro, khodng 13% entecavit gdn kit von protein huydl thanh
cla ngurdn,
Chuyin hoa va thii trie
Khding thay chilt chuydn hba dang oy hoa hodc acety| hda & ngun
cau ki ulng “C-entecavir, Quan =t thiy cd krgng khéng dang ké
chiit chuyén hoa gial doan 1 (cac chadt bén hop glucuronid va sulfat).
Entecavit khing phii ki mdt cor chilt, mit chilt e ché hay mat chat
ciim irng hé thing enzym cytochrom P450 (CYP450)
Sau khi dat ndng ab dinh, nbng dd entecavir trong huyét teang
giam theéo ham s8 md bac 2 vin thén guan ban tha cudi cing
khodng 128 - 149 gir. Chi 58 tich Wy thude quan sat duoc 1a
khodng 2 180 vin IR didng 1 1Aningdy, didu niy cho thly thin gan
hfin hiy tich Idy thire sir lh khodng 24 gitr.
Entecavir dugc dao théi chi yéu qua thin win lugng thubc
khong chuydn hda thu hdi dirge trong nirde tifu ong bang mai
dn dinh tir 62 - 73% hdu dang. B thanh |oc than khiing phu
thudc vao hdu dung va dao ddng tr 360 - 471 miphut, Su nay
cho thiy entecavir di qua ch hai qua trinh lpe chu thin va phin
1 il quan,
Quy chch déng goi
Vi 10 vign. Hip 3 vl
Biu kign bao quin, han dang, tiéu chudn chilt lvgmg cha thude

. Bidu kign bAo quin

Bao quin trong bao bl kin, no khd, Mgt dd khing gua 30°C

Han ding

36 thang ké 1 ngay sdn udl

Tidu chuln chit lugng

TCCS

Tén, dia chi cla cor adr shn xudl thubs
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