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Tir hwimg din sir dung R, THUOC BAN THEO DON

ENTERAVID
(Entecavir monohydrat)
Doc ky hurimg diin si dung triede ki diing
Néu cin thém thong tin, xin hoi  kién bac st hogc diege si.
Tén thube: ENTERAVID
Thanh phiin: Mdi vién nén bao phim chita
Hoat chdt:Entecavir monohydrat 0,53 mg twong duong véi entecavir 0.5 mg
Ta duge:Lactose, tinh bt ngd, tin bt hd héa, natri croscarmellose, colloidal silicon dioxid, natri
starch glycolat, magnesi stearat, instacoat white
Dang bio ehé: Vién nén bao phim
Quy cich ddng goi: Hop 3 vi X 10 vién nén bao phim

¢ tinh d hoe:

Entecavir la m{t guanosin nucleosid irc ché hogt djng cia enzym HBV polymerase. Entecavir
duge phosphoryl héa boi cle men té bio tgo thinh dgng hoat ddng triphosphat (TP). Bing vigc
canh tranh véi cdc deoxyguanosin ty nhién, entecavir-TP ire ché qud trinh tdng hgp ciia HBV
polymerase & 3 giai dogn: giai dogn khi diu, giai dogn phién ma nguoc chudi (-) DNA tir
mARN vi qud trinh téng hgp chudi (+) HBV DNA.

Phé tic dung: Entecavir ¢6 hoat tinh in vitro va in vivo chéng lai HBV, bao gdm cd mt sé ching
HBYV khéng lamivudin, Thude ciing c6 téc dung han ché in vitro chéng mét sb virus & ngudi, bao
g0m virus Herpes simplex typ 1 vi 2 (HSV-1 vi HSV-2), virus c6 hi¢u qua trong lam sing.
Entecavir c6 m{t vai tic dung déi vai HIV-] (ndng d§ entecavir cin thié dé ire ché virus sao
chép khodng 50% [ECsp) dbi vdi HIV-1 dao ddng tir 0,026 tGi 16m hon 10 microM)

Khing thuée: Khi didu tr 1au dai & mot sb ngutri bénh, mit s6 chimg cir cho thily HBV chim
gidm nhgy cim véi entecavir. O ngudi bénh tir trude chua ding thube nucleosid, cho ding
entecavir 161 96 tudin, virus tré lgi giy bénh ning lén do khdng thube xdy ra dudi 1% bénh nhin.
O ngudi bénh khing lamivudin, virus biing phit trér lgi do khang entecavir xiy ra & 1% ngudi
bénh sau nim ddu didu trj va & 9% ngudi bénh trong nam thr hai didu tri.

Khiing entecavir xdy ra trong qué trinh 2 butic, ban diu la dot bidn M204V/1 tiép theo 13 thay thé
amino-acid & rl169, rtT184, 515202 hoiic rtM250. ‘
i ¢ khing chéo giira mét sb thubc twong ty nucleosid ¢6 t4
lamivudin v khing telbivudin di thiy gidm nhay cam vdi
adenofir cing thay ddi nhay cim véi entecavir d thiy in vit

ng chbng HBV. HBV khdng
if in vitro, HBV khing
HBV phin Iip tir nguéi bénh
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khang lamivudin v thit bai vdi ligu phap entecavir viin nhay cim véi adenofir. Entecavir irc ché
virus viém gan B, (rc ché ci ede ching virus viém gan B khéng lamivudin va adefonir,

Duge dong hoc:

Hiip thu thube

Nong d entecavir trong huyét nrong ciia nhimg déi tugng khoe manh dgt mire t6i da sau khi
ubng thude khodng 0,5 dén 1,5 gidr. O nhimg di twong ding thudc nhidu 1in trong ngly véi
nhimg lidu legng tir 0,1 mg thi Cmax va dién tich dudi dudmg cong (AUC) & trang théi &n djnh
gia ting ty 1§ thujn véi liéu hugng 4 ding. Trang thai én dinh dgt due tir 6 dén 10 ngay ding
thube, mt ldn mi ngay véi 44 tich 1y khoang gp doi. Véi lidu ubng 0,5mg, Cmax & trgng thii
dn dinh 1 4,2 ng/ml va ndng d9 thdp nhét trong huyét trong 13 0,3 ng/ml. Véi lidu uéng | mg,
Crmax la 8,2 ng/ml vi nng d§ thip nhit trong huyét twong 13 0,5 ng/ml. Thire &in c6 thé lam
gidm hdp thu thude. Do dé, entecavir nén diing khi bao tir tréng (it nhét 1a 2 gidr sau khi fin va 2
gidr trude bira fin ké tiép).

Phiin b

Entecavir phn b rong rdi & cic mé. Trong thi nghiém in vitro, khodng 13% entecavir gin két
viri protein huyét thanh cia ngui.

Chuyén héa

Entecavir 1 mgt chit khong cé hogt tinh, entecavir dwge phosphoryl héa bai cic men té bio tgo
thinh entecavir triphosphat c6 hogt tinh. Hon nifa, mét lirgng nhé entecavir duge chuyén héa
thanh dangglucuronid va sulfat lién hep.

Thai trie

Thi trir chi yéu qua nude tiéu bii hai qud trinh loe & cdu thin va dio thii & dng thin. Khoing
62-73% liéu ubng dio thai qua nde tiu dudi dang khong thay ddi, thoi gian bén thii cia thude
khoing 5-6 ngiy.

Chi dinh:

ENTERAVID duge chi dinh trong diéu trj bénh viém gan B man tinh trén nguoi lén c6 bing
chimg 5 rét cho thiy sy hogt ddng cila virut hofic li ¢ sy ting cao kéo dii cia enzym amino
(men ALT hay AST) trong huyét thanh hofic ¢6 bénh dang hogt dgng vé& mé. Chi dinh ndy can ctr
trén cdc ddp img vé md hoe, virut hoc, sinh héa vi huyét thanh hoc sau mit nim diéu trj & nhimg
bénh nhiin ngudi Ién bj nhiém virut viém gan B (HBV) min tinh cling véi bénh gan con bi, c6
két qua xét nghiém HBeAg dwong tinh hodic dm tinh, va chua duge didu trj bén
trér nén dé khng v6i lamivudin. Chi dinh ndy ciing ciin cir trén
b¢nh nhin ngudi I6m b nhidm cing lic HIV/HVB ma trude dé u trj biing lamivudin

Liéu lwong:
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Lidu lugng ENTERAVID duoc dé nghj cho b¢nh nhan ngudi I6n va vj thanh nién tir 16 Wi trir
1&n bj nhiém vi rit viém gan B man tinh vi chua ding nucleosid 1 0,5mg diing mdt I/ ngay.
Liéu lugng ENTERAVID duge dé nghj cho bénh nhin ngudi I6n va v thinh nién (16 wéi) co
tién sir nhidm vi rit viém gan B trong khi ding lamivudin hofic duge biét 13 ¢6 khing thude
lamivudin hojc telbuvudin 13 Img ding mét lin/ ngiy.

Bénh nhin nén duge diing ENTERAVID khi bung d6i (it nhit 14 2 giér sau khi &n va 2 gidr truedie
bira dn ké tiép).

Théi gian ding thudc ti wu chua biét nhung it nhét phai 1 nam,

C6 thé ngimg diéu tri: & ngudi HbeAg-duong tinh, phai didu trj it nhdt cho t6i khi chuyén déi
huyét thanh Hbe [mét HbeAg va DNA cia HBV trér nén am tinh (dudi ngudmg phét hign), kém
theo phit hi¢n khing thé khing HBe & 2 lin &y mdu lién tiép céch nhau it nhit 3 dén 6 thang]
hofic 16 khi chuyén ddi huyét thanh HBs hodc trong truimg hgp khong c6 tic dyng sau | nim.

O ngudi bénh HbeAg-dm tinh, phai didu trj it nhét t6i khi ndng 4o DNA-HBV am tinh (dudi
ngudmg phit hi¢n) va chuyén ddi huyét thanh HBs hodic cho t6i khi khong thdy tdc dung. Trong
truimg hop didu trj kéo daii trén 2 nim, cn phai thudmg xuyén dénh gia lai dé xdc dinh tiép tuc
diéu trj ¢6 thich hop véi ngudi bénh khong,

Nguri cao twdi: Khang cin didu chinh lidu. Tuy nhién lidy ciing phy thudc viio chirc ning thin
ciia mdi bénh nhin.

Bénh nhén suy giam chire ndng thin

O nhimg bénh nhin bj suy gidm chirc ndng thin, dd thanh loc cia entecavir qua dudmg udng
gidm khi d thanh lgc creatinin gidm. Vigc didu chinh liéu lugng dwge khuyén cho di véi nhimg
bénh nhin c6 d§ thanh loc creatinin < S0 mU/phit, ké ca nhimg bénh nhin dang duge thim phin
méu hay thim phan phic mac lién tyc ngogi trii (CAPD) nhu trinh biy & bing durdi.

il (Rt <ol oo Like khuyén ciocha gt
(mL/min)
| w0 | omghmerite | imedmpreyid
30 - 4;5; . .I.. 0,5mg diing cich 48 gier:s‘m 1 0,5 mg ding ngay | Iﬁ.n_
10-29 B 0,.‘;_ n;g diing cm. 72 gitr- ldn B,S_m_g diing céch 48 giiv 1 lin
<10 \ 0,5 mg diing cich 5-7 ngay 1 lin 0,5 mg ding cach 72 g 1 lin
Voo mi 2hole | 0.5 mg ding okch 57 ngly 1 ln 05 mg i cich 72 gy 1 hn

CADP
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* Diing thube sau lgc méu

Khéng cén diéu chinh lidu véi bénh nhin suy gan

Chéng chi dinh:

Bénh nhin qui min cam véi entecavir hay véi bit cir thanh phin nao cia thube
Phy nir ¢6 thai

Phy nir cho con bi

Tré em dudi 16 tudi

Thiin trong:

Viém gan ty phét tr thanh trdm trong hay xdy ra va thuémg bidu hién biing ting nhit thdsi ndng
d6 huyét thanh ALAT. Sauk hi bit diu didu tri khang virus, néng d¢ huyét thanh ALAT 6 thé
ting & ngudi bénh trong khi ndng 46 huyét thanh DNA ciia HBV giam. Trong sb céc ngudi bénh
diéu trj bing entecavir, cic dgt bénh nang Ién xudt hién trung binh 4 dén 5 tuin sau khi bit diu
didu tri. O ngudi binh c6 bénh gan con bi, ndng d§ huyét thanh ALAT tang thuomg khéng kém
theo ting bilirubin huyét nhu bénh gan mét bit. Néu ngudsi bénh di ¢6 xo gan, ¢6 nguy co cao
gan mdt b sau khi bénh niing lén. Do d6, trong khi diéu tri, phai theo dai chit ngudi bénh vé
lim sang va sinh héa. Mot sb trudmg hop bénh nang 1én do ngimg diéu tr chdng viém gan B
biing entecavir da dugc béo cdo. Bénh niing 1én sau ngimg entecavir thudmg két hop véi ting
ndng 4% huyét thanh DNA cila HBV va da sb trudm & hop tr khoi, nhung mét sb trudmg hop da tir
vong. Trong sb nhimg ngui bénh trude diy chua diing thube twong tyr nucleoside nay duge didy
tri bing entecavir, céc truimg hop niing 1én xuit hién trung binh 23 dén 24 tuin sau khi ngimg
diéu trj. Phin 16n cic truimg hop xdy ra & ngudi 6 HBeAg-im tinh. Phii theo ddi gan déu din
cd vé Idm sing va sinh héa it nhdt 6 thing sau khi ngimg diéu trj. Néu ting DNA-HBV hodic néu
cdn, cho diéu trj lai 1 dot khic.

Phai thin trong khi diéu tri cho ngudi bénh xo gan mét bl vi nhidu tai bién phy, ¢6 nguy co cao
bi nhiém toan acid lactic.

Phai thin trong khi diéu trj entecavir cho ngudi nhiém HBV man tinh ma khong phét hién nguii
d6 ciing bj HIV vi ¢6 nguy co lam xudit hign ching HIV khéng edc thube nucleoside fre ché
enzym phién ma nguge (NRTI). Trude khi bit diu didu trj entecavir, phéi lam test HIV. Do ¢
thé nguy co lam xudt hign HIV khing NRTI nén khong ding entecavir dé didu trj nhidm HBV
man tinh & ngudi bénh nhiém HIV.

Phai thin trong khi diing entecavir dé didu trj viém gan B man tinh c6 thé gdy ra nhiém toan acid
lactic, gan to nhidu kém nhiém m& gan & ngudi bénh ding duy nhit cic thube wong tyr
nucleoside hofic phéi hop vai cic thube khing virus khic. Pa sb cic trrdmg hop xdy ra & phy ni,

béo phi v didu trj liu dai biing céc thube nucleoside e ché enzym phién ma thé
Id yéu t nguy co. Phai ding thin trong céc thude twang ty nucleoside cho n biét co
nguy co cao vé bénh gan, nhung nhidm toan acid lactic, gan to nhiéu vi nhidm md da xdy ra &
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ngui khong c6 nguy co nio duge biét. Phai ngimg nhay entecavir & bit ¢ir ngudsi bénh nio 6
ddu hi¢u lim sing v xét nghiém goi ¥ nhilim toan lactic hodic nhidm djc gan niing ngay ca khi
transaminase khing ting.

Chua biét vé 43 an todn v hi¢u qua cia entecavir ddi véi ngudri ghép gan. Néu ding entecavir
cho ngudi ghép gan da hojdc dang ding mét thubc ic ché miln dich c6 thé tac dong dén chirc
nang thin nhu cyclosporine, tacrolimus, phai gidm st cdn thin chire ning thin trude va trong
khi diéu trj entecavir.

Déi v6i ngudri cao i tir 65 twdi tré 1én, kinh nghiém con it chua dii dé xdc dinh xem dip (mg
¢6 khic véi ngudi tré tdi khdng. Do entecavir chii yéu dio thai qua thdn nén nguy co nhiém dc
do entecavir ¢6 thé ting & ngudi suy thin. Ngudi cao tudi thuomg cé chire niing thiin suy giam,
cdn diéu chinh liéu theo mirc dd suy than v phii theo doi chirc niing thin.

Diéu chinh lidu dwge khuyén cdo déi voi nguii bénh c6 Cl,< 50 ml/phit, bao gbm ca thim phin
méu hodc thim phén mang byng ngoai tr.

Entecavir khong lim gidm nguy co lay truyén virus sang ngudsi khic nén céc bign phép dy phong
truyén bénh phai duge thyc hién.

Do thudc ¢6 chira lactose nén nhimg bgnh nhdn khong dung ngp galactose, thiéu enzym lactase
hofic kém hép thu glucose —galactose khdng nén ding thubc nay.

Ticd an uon:

Trong thir nghi¢m ldm sang, 3% hojc hon ngudi bénh duge béo cdo c6 tic dyng khong mong
mubn nhw nhirc diu, mét méi, chéng mét, budn nén, ia chdy, kho tiéu, non, budn nga va mét ngil
ciing da duge bdo cdo.

Thieimg gdp. ADR >1/100

Thin: Déi ra mau (9%), tiing creatinin (1-2%), glucose niéu (4%).

Tém thin: Mét ngu, nhire déu, chéng miit

Tiéu héa: Nén, budn non, ia chdy, khé tiéu.

Gan mijt: Tang transaminase (>10%), ting lipase (7%), ting amylase (2-3%), ting bilirubin
huyét (2-3%)

Todn thin: Mét moi,

It gdp. 171000 <ADR<1/100

Da: Phit ban, ryng téc.

Dy bung, kho tiéu.

Hiém gap. ADR <1/1000

Mién djch: Phan {mg phin vé

MGt s6 trudmg hop nhidm toan acid lactic duge bio cdo thuémg két hop véi gan
bénh ngi khoa ndng khc hoje dang ding m{t sb thube khdc. Diing entecavir i
96 tudn chua thiy dung nap thuc thay débi.

tyc trung binh

[

-\
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Cic bit thuomg vé xét nghiém phd bién nhét trong thir nghi¢m lim sang entecavir 1 ting ALT
(Iém hom § Lin mire cao cda binh thudmg: ULN), d4i ra méu, ting lipase (it nhiit 2,1 lin ULN), dai
ra glucose, ting bilirubin huyét (In hon gdp 2 lin ULN), ting ALT (Ién hom gdp 10 lin ULN va
glp 2 I&n ndng d§ liic bit diu didu trj rong huyét thanh), ting glucose huyét lic déi (trén 250
mg/dl) vi ting creatinin (it nhét 0,5 mg/dI).
Hicdmg diin cdch xir tri ADR
N6i chung, cdc ADR nhe thudmg ty hét khong cdn xir tri. Dot viém gan trdm trong ¢6 thé xay ra
sau khi ngimg li¢gu phip chéng HBV, bao gbm ca entecavir. Dot trim trong biéu hign bing ALT
ting vot gip 10 lin mirc cao binh thudmg (ULN) va gép 2 lin ndng do huyét thanh lic bt diu
diéu tri. Thoi giant trung binh xuét hién bénh trdm trong khodng 23 tudn sau khi ngimg diu trj.
Bénh trim trong sau khi ngimg diéu trj thuimg két hop vdi ting DNA cia HBV va da sé khi
ngimg dicu trj thudmg két hop véi ting DNA ciia HBV va da s ty khoi. Phin Ion bénh trim
trong sau khi ngimg diéu tri giip & ngudi bénh HbeAg-dm tinh. Cin theo ddi chirc niing gan déu
diin vé mit 1am sing va sinh héa it nhét 6 théng sau khi ngimg diéu trj. Néu cin c6 thé cho didu
tri lgi. Viém gan trdm trong Ién ciing da giip trong khi dang didu trj HBV bling entecavir trung
binh 4 dén 5 tudin sau khi bt diu didu trj nhimg thuémg hét khi tiép tuc didu tri. Phai ngimg didu
tri entecavir & bit cir ngudi bénh nio 6 bidu hign 1im sing hofic xét nghiém lam nghi ¢én nhifm
toan acid lactic hodc nhiém djc gan ning (nhur gan to nhidm ma, ngay ci khi transaminase
khéng ting)
Thing bdo cho bdc st cdc tdc dung khing mong mudn gip phai khi si dung thudc

lrong the !huﬁc:

Chua ¢6 twong tic ndo cdn khuyén cdo trinh ding déng thoi véi entecavir.

Ham lugng va téc dung ciia entecavir ¢6 thé ting béi ganciclovir, valganciclovir, ribavirin.
Entecavir khing phai Ia co chit va khéng irc ché hodic kich thich cic isozym cytochrom Pyso
(CYP). it c6 kha niing twong téc vé duge dong véi cic thube chuyén héa do céc isoenzym CYP.
Thude tic dgng dén thin hojic dio thii qua thin: C6 kha niing tuong tic dirge dong voi cac thube
lam gidm chirc ning thin hofic canh tranh véi entecavir dé tiét tich cyc qua éng thin. Néng d¢
huyét thanh entecavir dé tié tich cyc qua dng thin. Néng d9 huyét thanh entecavir hojc thube
phéi hop c6 thé ting. Cin phai theo ddi cdc tai bién phy

Vi adefovir, lamivudin, tenofovir, disoproxil: Khong cé twong tic.

Thude re ché midn dich: C6 kha nang twong tic vé duge dong (ndng dd huyét thanh entecavir
ting vi chirc niing thn bj thay ddi) véi cyclosporine hofic tacrolimus. Phii gidm sdt chirc ning
thin trude vi trong khi diéu tri entecavir & ngudi (ghép gan) dang diing cyclosporine, tacrolimus
hodic céc thude tre ché midn dich khéc c6 thé anh hudmg dén chirc n in

Nucleosid va cic thube nucleoside tre ché enzym phién ma nguge: ng ¢6 twong tic vé duge
dong vai lamivudin hojic tenofovir disoproxil fumarat.
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dung thube hu nir ¢6 thai vi cho con bi:
Phy nir ¢6 thai: Chura c6 nghién ciru ndo & ngudi mang thai v cling chira 6 56 lidu nao vé tic
dung cia entecavir dbi vai ldy truyén bénh HBV tir me sang con, con sinh ra tir me nhiém HBYV
thutmg duge khuyén cdo ding phic dd phéi hgp vic xin HBV va globulin mién djch viém gan B
(HBIG)

Phy nit cho con bi: Chua biét entecavir c6 vio sita me hay khéng. Ngim, con bii hoic
ngimg thude tiy theo tim quan trong ciia thube déi véi me

Anh hwimg dén viin hinh miy méc:

Mot vii tic dyng phy cia thude c6 thé xdy ra nhvr nhire diu, chéng miit, m&Eoi... Do d6 cin

thiin trong khi 1di xe vi viin hanh miy moée.
Qui lidu vi cich xir tri:
Chua ¢6 bio cdo vé viée qua lidu entecavir & bénh nhin, Nhimg déi tugng khée manh da diing
entecavir liéu don 1én dén 40 mg hodc lidu da lén dén 20 mg/ngiy trong hon 14 ngay khéng bj
gia tang hojc xdy ra tai bién dot xut ndo. Néu ¢6 trimg hgp ding thubc qua lidu, bénh nhan
phai duge theo ddi xem ¢6 biéu hién nio vé sy nhim doc, va néu cin thi phai dp dung phuong
phép diu trj hd trg chudn.
Biogquin: Bio quin trong bao bi kin, trdnh m, tranh dnh sdng, & nhigt 49 dudgi 30°C.
Han diing:36 thang ké tir ngay sdn xudt.

DE THUOC TRANH XA TAM TAY TRE EM.

Nha sin xudt
Cong ty ¢b phin duge phiim Mé Bi Sur,
S6 521, khu phd An Lo, phuimg Hoa Loi, thj xi n Cdt, tinh Binh Duong.
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