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CORAYO 1 mg Entecavir Tablets 1 mg

Each film coated tablet contains : Manufactured by :

ENtECaVIr suussesssssisvasisssssassis 1mg Medibios Laboratories Pvt. Ltd.
Plot No. J - 76, MIDC, Tarapur,

Dosage : . Boisar, Dist. Thane 401 506.

As directed by the physician. INDIA.

Storage :

Store in tight container, avoid light Mig. Lic. No. :

and moisture below 30° C.
Keep out of reach of children.
Carefully read the accompanying instruction before use. Mfg. Date
Product Specification : Inhouse Exp. Date
Indication, Contra-Indications, Dosage and

Side effects, refer to enclosed pack insert.

Batch No.

127 mm

R, Thudc ban theo don
CORAYO 1 MG

M3i vién nén bao phim chira:
Entecavir monohydrate 1.06 mg tuong dudng Entecavir 1.0 mg
Dang bao ché: Vién nén bao phim
Chi dinh, chéng chi dinh, liéu dung, cach dung, tac dung phu, va cac t
khac: Xin doc t& hudng dan sir dung kém theo.
Tiéu chuan: Nha san xudt
Bao quan: Bao quan trong bao bi kin, trénh nh séng va dm, ¢ nhiét dé dudi 30°C
Péng gai: 10 vién/ vi X 1 vi/ hdp
San xudt bdi: MEDIBIOS LABORATORIES PVT. LTD .
Plot No. J-76, M.L.D.C., Tarapur, Boisar, Thane 401506 Maharashtra State, An B9

SBK: H

SG 16: HD:

Nha nhap khau: §
DE XA TAM TAY TRE EM
POC KI HUONG DAN SU DUNG TRUGC KHI DUNG
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CORAYO 1 mg

Entecavir Tablets 1 mg

'Each film coated tablet contains :
Entecavir civssissssmnismins 1mg
Mfg. Date:
Exp. Date:

CORAYO 1 mg

Entecavir. Tablets 1 r_ng'

Each film coated tablet contains :
Entecavir ..o Img

Mfg. Date:
Exp. Date:

Mfg. Date:
Exp. Date:

'CORAYO 1 mg'

\ Entecavir Tablets

Each film coated tablet contains :
ENFECaViF wossssimsssammmsansnsanss 1mg

Mfg. Date:
Exp. Date:

Dosage :

As directed by the physician.
Storage

Store in tight container, avoid
light and moisture below 30°
Keep out of reach of children
Manufactured by :
Medibios Laboratories Pvt. Ltd.
Plot No. J - 76, MIDC, Tarapur,
Boisar, Dist. Thane 401 506. INDIA.

C (01)08906043601636

Dosage :

As directed by the physician.
Storage Al
Store in tight container, avoid

light and moisture below 30° C.
Keep out of reach of children

Manufactured by :

Medibios Laboratories Pvt. Ltd.
Plot No. J - 76, MIDC, Tarapur,
Boisar, Dist. Thane 401 506. INDIA.

(01)08906043601636

Dosage :

As directed by the physician.
Storage

Store in tight container, avoid
light and moisture below 30° C.
Keep out of reach of children
Manufactured by :
Medibios Laboratories Pvt. Ltd.
Plot No. J - 76, MIDC, Tarapur,
Boisar, Dist. Thane 401 506. INDIA.

(01)08906043601636

Dosage :

As directed by the physician.
Storage o
Store in tight container, avoid

light and moisture below 300 C, Ve
Keep out of reach of children

Manufactured by :

Medibios Laboratories Pvt. Ltd.
Plot No. J - 76, MIDC, Tarapur,

Boisar, Dist. Thane 401 506. INDIA.
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Dosage :

As directed by the physician.
Storage Lk
Store in tight container, avoid 5
light and moisture below 30° C.

(01)08906043601636
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T& hwéng din sit dung R,THUOC BAN THEO PON

CORAYO 1 mg
(Entecavir monohydrat)
Doc kj huwong dén sir dung trudc khi ding
Néu cén thém thong tin, xin héi Y kién bdc si hogc duwoc si.
Tén thudc:CORAYO 1 mg
Thanh phén: Mdi vién nén bao phim chira
Hoat chdt: Entecavir monohydrat 1,06 mg tuong dwong véi entecavir 1 mg
Td duoc: Lactose, tinh bt ngd, pregelatinized starch, natri croscarmellose, colloidal silicon dioxid,
natri starch glycolat, magnesi stearat, ready mix red,*methylen chlorid, *isopropyl alcohol.
(*) Khéng c6 mdt trong thanh pham cuoi.
Dang bao ché: Vién nén bao phim
Quy-cich déng goi: Hop 1 vi X 10 vién nén bao phim

Pic tinh dwoce lwe hoc:

Entecavir 1a mdt guanosin nucleosid trc ché hoat dong ctia enzym HBV polymerase.Entecavir dugc
phosphoryl hoa boi cdc men té bao tao thanh dang hoat dong triphosphat (TP). Bing viéc canh tranh
v0i cac deoxyguanosin tu nhién, entecavir-TP trc ché qué trinh tdng hop ctia HBV polymerase & 3
giai doan: giai doan khoi dau, giai doan phién ma nguge chudi (-) DNA tir mARN va qué trinh tng
hop chudi (+) HBV DNA.

Dwoc dong hoc:

Hip thu thuéc

Nodng do entecavir trong huyét twong ctia nhimg ddi tugng khoe manh dat mirc tdi da sau khi ubng

thubc khoang 0,5 dén 1,5 gi. O nhitng dbi tugng dung thube nhidu 1an trong ngay véi nhimg liéu
luong tir 0,1 mg thi Cmax va dién tich dudi duong cong (AUC) & trang thai bn dinh gia ting ty 1€
thuan véi lidu luong da dung. Trang thai én dinh dat dugc tir 6 d&n 10 ngay dung thude, mot 1an
mdi ngay véi do tich lily khoang gip d6i. Véi lidu udng 0,5 mg, Cmax & trang théi 6n dinh 12 4,2
ng/ml va ndng dd thap nhét trong huyét twong 14 0,3 ng/ml. Véi lidu udng 1 mg, Cmax 14 8,2 ng/ml
va ndng do thip nhét trong huyét twong 1a 0,5 ng/ml. Thirc n cé thé 1am giam hép thu thubc. Do
d6, entecavir nén ding khi bao tir trdng (it nhat 14 2 git sau khi in va 2 gi&r trude bita an ké tiép).
Phin b

Entecavir phan bd rong rdi & cic md.Trong thir nghiém in vitro, khodng 13% entecavir gan két véi
protein huyét thanh ctia nguoi.

Chuyén héa
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Entecavir 1a mot cht khong c6 hoat tinh, entecavir dugc phosphoryl héa bdi cac men t& bao tao
thanh entecavir triphosphat c6 hoat tinh.Hon nita, mdt lugng nho entecavir duoc chuyén héa thanh
glucuronid va sulfat lién hop.

Thai tri

Thai trir chil yéu qua nudc tidu bai hai qua trinh loc & cAu than va dao thai & 6ng than. Khoang 62-
73% lidu ubng dao thai qua nudce tiéu dudi dang khong thay ddi

Nguwoi cao tudi: AUC (dién tich duéi dudng cong) cao hon & ngudi cao tudi 29% so véi ngudi tré
tudi, do su khéc biét v& chirc nang va can ning cla than. Sau khi diéu chinh sw khéc biét vé do
thanh thai creatinin va trong luong co thé, nguoi cao tudi c6 AUC cao hon 12,5% so vdi tré. Phan
tich duge dong hoc ciia bénh nhan & do tudi 16-75 chi ra tudi khong anh huéng dang k& dén duoc
dong hoc entecavir.

Suy thin: Do thanh thai entecavir giam khi d¢ thanh thai creatinin gidam. Khoang 4 gi¢ sau thdm
tach mau dé loai ~13% liéu va 0,3% da duoc loai bo bing chay than phuc mac. Dugc dong hoc cua

entecavir liéu don 1 mg & bénh nhén (khong cé nhiém viém gan loai B mén tinh) duogc thé hién

trong bang dudi day:
D§ thanh thai creatinin (ml/phiit)
Binh Nhe Vira Néng Néng Néng
thuong
> 80 >50; <80 30-50 20-<30 Cén tham Chay théan
phdn mau | thdm phan
(n =6) (n=6) (n=6) (n=6) (n=6) (n=4)
Crnax (ng/ml) 8.1 10.4 10.5 15.3 15.4 16.6
(CV%) (30.7) (37.2) (22.7) (33.8) (56.4) (29.7)
AUC -1 27.9 51.5 69.5 145.7 233.9 221.8
(ng-h /ml) (25.6) (22.8) (22.7) (31.5) (28.4) (11.6)
(CV)
CLR 383.2 197.9 135.6 40.3 NA NA
(ml/min)
(SD) (101.8) (78.1) (31.6) (10.1)
CLT/F 588.1 309.2 226.3 100.6 50.6 35.7
(ml/min)

Tré em: Sy danh gia vé duge dong hoc cia dugc ddng hoc & entecavir dd duge danh gid & 24 tré-co
HBeAg duong tinh c6 24 ngudi d& duoc didu trj bing lamivudin & d6 tudi tir 2 ¢én <18 tudi bj bénh
gan mét bu. Khi dung entecavir & bénh nhén chua timg dung nucleosid véi lidu entecavir 0,015 mg /
kg (lidu tbi da 1a 0,5 mg) dugc dong hoc twong tu nhu ngudi I6n ding lidu 0,5mg/ngay. Cmax,
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AUC (0-24), va Cmin dbi véi nhitng d6i twong nay lan luot 14 6,31 ng / ml, 18,33 ng.h/ ml va 0,28
ng/ml. 4
Dung entecavir & bénh nhén cé kinh nghiém v6i lamivudin dung lidu entecavir 0,030 mg/kg m hang
ngay dén liéu t6i da 12 1,0 mg dugc dong hoc & ngudi 16n ding liu 1,0 mg mdi ngay mot lan.
Cmax, AUC (0-24) va Cmin d6i v6i nhimng ddi tuong nay lan luot 1a 14,48 ng / ml, 38,58 ng./ ml
va 0,47 ng / ml.
Chi dinh:
CORAYO 1 mgduoc chi dinh trong didu tri bénh viém gan B man tinh cho ngudi 16n trong trudng
hop bénh gan mét b va bénh gan con bu.

Thuéc chi ditng khi c6 sw ké don ciia Bdc si.
Liéu lrong:
Bénh gan con bu:
Liéu lugng CORAYO 1 mg duoc dé nghi cho bénh nhén tir 16 tudi tro 1én bi nhidm virus viém gan
B man tinh va chwa diing nucleosid 14 0,5 mg ding mt lan/ ngay.
Lidu luong CORAYO 1 mg duge dé nghi cho bénh nhén tr 16 tudi trd 1én ¢6 tién st nhidm virus
viém gan B trong khi diing lamivudin hozc dugc biét 14 c6 dot bién khang thude lamivudin 14 1Img
dung mot 1an/ ngay.
Bénh gan mat bix: 1 mg ding mot 14n/ ngay
Bénh nhan nén duoc ding CORAYO 1 mg khi bung doi (it nhit 12 2 gid sau khi &n va 2 gid trude
bira an ké tiép).
Bénh nhadn suy giam chitc ndng thdn
O nhitng bénh nhan bi suy giam chirc ning than, d6 thanh loc ciia entecavir qua dudng udng giam
khi d9 thanh loc creatinin giam.Viéc diéu chinh lidu luong duoc khuyén cdo dbi véi nhitng bénh
nhéan c6 d6 thanh loc creatinin < 50 ml/phut, ké ca nhitng bénh nhén dang duogc thim phan mau hay
thdm phan phuc mac lién tuc ngoai tru (CAPD) nhu trinh bay & bang dudi.
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Bénh nhén khang

Dg thanh loc creatinin ; Liéu thuong ding
(mL/min) x (0,5 mg) lamivudin (1 mg)
30 - 49 3 0,23 mg dung mét 1an/ ngay 0,5 mg ding mdt 1an/ ngay
!
i 10-29 E 0,15 mg dung mot 14n/ ngay 0,3 mg dung mat ‘lf‘?ln/ ngay
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0 0,05 mg ding mdt lan/ngay 0,1 mg ding mt lan/ ngay

i

' Loc méu * hoic CADP 0,5 mg ding mdt 1an/ 5-7 ngay 0,5 mg ding mdt lan/ 3 ngay

*Dung thudc sau loc maw

Khong cén diéu chinh lidu v6i bénh nhén suy gan

Chéng chi dinh:

Bénh nhan qua man cam véi entecavir hay véi bat cir thanh phén nao ctia thube

Than trong:

Nhim acid lactic va ching gan to nhim mé trdm trong, gdm ca nhitng ca tir vong, dugc bdo cdo
khi sir dung c4c chét tuong tu nucleosid don 1é hay phdi hop véi cac thubc khang retrovirus.

Pa ¢6 bao cdo vé trudng hop bénh viém gan B cip tinh trd nén trAm trong & nhitng bénh nhan da
ngung liéu phép chéng viém gan B, ké ca diéu tri vi entecavir. Nén tiép tuc theo di chit ché chirc
nang gan trén ca lam sang va thir nghiém it nhit vai thang & nhitng bénh nhan da ngung dung liéu
phép chéng viém gan B. Néu thich hop, ¢6 thé bit dau thuc hién liéu phap chéng viém gan B.

Viéc diéu chinh lidu entecavir duoc khuyén cdo dbi voi cac bénh nhén c¢é do thanh loc creatinin <
50 ml/phut, k& c& céc bénh nhén duoc thdm tich mau hogc duge thdm téch phiic mac lién tuc ngoai
tra (CAPD).

Tinh an toan va hiéu qua cta entecavir & bénh nhan ghép gan chua duoc biét. Néu viéc diéu tri

entecavir 1a can thiét cho bénh nhén ghép gan da va dang dung mot thudc e ché mién dich ma c6
thé anh hudng dén chirc nang than, nhu cyclosporin hogc tacrolimus, thi chirc ning thén nén dugc
kiém tra trudc va trong qua trinh diéu tri véi entecavir. '
Dbi v6i bénh nhan ddng nhifm HBV va HIV: St dung entecavir cho diéu tri nhiém HBV man tinh
& bénh nhan nhiém HIV ma khong biét hodc khong duoc diéu tri ¢6 thé din dén su xuét hién coa
ching HIV khang NRTIs. Do dd, xét nghiém HIV nén dugc cung cép cho tit ca cdc bénh nhan
truge khi diéu tri véi entecavir.

B6i vi nguy co c¢6 thé xudt hién cac NRTI chéng HIV, entecavir khéng nén dugc sir dung d& didu tri
HBV & nhitng bénh nhén nhiém HIV khong dugc diu tri

Ngueoi suy than: Cén diéu chinh liéu ding cho bénh nhan suy than. Viéc diéu chinh liéu dya trén cac
dit liéu con han ché, chua duge danh gia 14m sang. Vi vdy, qué trinh diéu tri, danh gia hiéu qua cn
duoc theo ddi chét ché.

Nguoi di dé khdng véi lamivudin: Dép tmg virus nén dugc theo doi thudng xuyén & ngudi khang
lamivudin va kiém tra kha ning khang thudc. O nhiing bénh nhan ¢6 dap tng virus dudi muc tdi wu
sau 24 tudn didu tri v6i entecavir, nén diéu tri thay ddi diéu tri. Khi bit ddu didu tri & nhitng bénh

nhén c6 tién st HBV khang lamivudin, nén wu tién chi dung entecavir.

/\/I )~

2

/

—
P
e NG

o
».Z

e

0,
~

\ 2,

W<
\\



Ngudi bi HBV khang lamivudin trude d6 c6 nguy co gia ting khang entecavir bét ké muc do clua
bénh gan; & nhitng bénh nhéin méc bénh gan mét by, sy giai phdng virus gy céc bién chimg lam
sang nghiém trong trén gan. Vi vdy, ¢ nhitng bénh nhén c6 cd bénh gan mét bu va HBV khéng
lamivudin, nén ding entecavir két hop véi thudc khang virus thit hai (khéng c6 khang chéo véi
lamivudin ho#c entecavir) hon la dung don tri li€u entecavir..

Téc dung khéng mong mudn:

Trong thir nghiém 1am sang, 3% hodc hon ngudi bénh duogc béo céo c6 tac dung khong mong mubn

nhu nhtc dau, mét mdi, chéng mit, budén non. la chay, kho tiéu, nén, buén ngu, va mat ngu ciing da

duoc bao céo.

Thuong gap, ADR > 1/100

Thén: D4i ra mau (9%), tang creatinin (1 — 2%), glucose ni¢u (4%).

Tam thdn: Mét ngd, nhirc d4u, chong mit.

Tiéu hoéa: Non, ia chay, budn non, khé tiéu.

Gan mat: Tang transaminase (> 10%), tang lipase (7%), tang amylase (2 - 3%), tdng bilirubin huyét
(2 - 3%).

Toan than: Mét moi.

It gap, 1/1000 < ADR < 1/100

Da: Phat ban, rung toc.

Day bung kho tidu.

Hiém gap, ADR < 1/1000

" Mién dich: Phan tmg phan vé.

Mot s trudomg hop nhiém toan acid lactic duge béo cdo thuong két hop véi gan mét bu hodc mot
bénh ndi khoa ning khac hodc dang dung mot s6 thudc khac. Dung entecavir lién tuc trung binh 96
tudn chua thiy dung nap thubc thay dbi.

Cac bét thuong vé xét nghiém phd bién nhét trong thir nghiém 14m sing entecavir 1a tang ALT (16n
hon 5 l4n mirc cao ciia binh thudng: ULN), déi ra mau, ting lipase (it nhat 2,1 1an ULN), dai ra
glucose, tang bilirubin huyét (16n hon gép 2 lan ULN), ting ALT (16n hon glp 10 14n ULN va gép 2
14n ndng d6 ltc bat ddu diéu tri trong huyét thanh), ting glucose huyét luc d6i (trén 250 mg/dl), va
ting creatinin (it nhit 0,5 mg/dl).

Hueéng déan cach xir tri ADR

Noéi chung, cdc ADR nhe thuong tu hét, khéng can xtt tri. Dot viém gan trdm trong c6 thé xay ra
sau khi ngimg liéu phap chdng HBV, bao gdm ca entecavir. Dot trdm trong biéu hién bang ALT
tang vot gAp 10 1dn mirc cao binh thudng (ULN) va gép 2 1an nong do huyét thanh lac bt diu didu
tri. Thoi gian trung binh xudt hién bénh trAm trong khoang 23 tudn sau khi ngung diéu tri. Bénh
trdm trong sau khi ngimg didu tri thuong két hop véi ting DNA cta HBV va da s ty khéi. Phin
16n bénh trim trong sau ngimg diéu tri gap & ngudi bénh HbeAg-am tinh. Cén theo doi gan déu din
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vé 1am sang va sinh hoa it nhit 6 thang sau khi ngimg diéu tri. Néu can, c6 thé cho didu trj lai. Viém
gan trdm trong lén cling d4 gip trong khi dang diéu tri HBV béng entecavir trung binh 4 dén 5 tudn
sau khi bat ddu didu tri nhung thuong hét khi tiép tuc didu tri. Phai ngimg diéu tri entecavir & bét cur
nguoi bénh nao cé biéu hién 14m sang hodc xét nghiém lam nghi dén nhiém toan acid lactic hodc
nhiém ddc gan ning (nhu gan to nhiém md, ngay ca khi transaminase khong tang).
Théng bdo cho bdc si cdc tdac dung khong mong mudn gdp phdi khi sit dung thubc

Twong tc thudc: '

Vi entecavir duoc thai chii yéu qua than nén viéc ding chung CORAYO 1 mg véi céc thude 1am
suy giam chirc ndng thén hodc céc thuéc canh tranh véi CORAYO 1 mg dé duoc thdi & bng than c6

thé lam gia ting ndng d6 trong huyét thanh cla entecavir.

Viéc ding dong thoi entecavir véi lamivudin, adefovir dipovoxil, hodc tenofovir disoproxil fumarat
khong gdy nén tuong tac thudc dang ké.

Si dung thudc cho phu nik c6 thai va cho con bi:

Phu nit ¢6 thai: Chua cé cac nghién ctru day da va duoc kiém so4t t6t & phu nit ¢6 thai. Do d6, chi
nén dung entecavir trong thai ky néu that su can thiét va sau khi da can nhéc c4n thin cac nguy co

va loi ich.
Phu nit cho con bu: Chua biét thudc nay c6 bai tiét vao sita me hay khong. Cac ba me can duogc
hudng dan khéng nén cho con bu khi dang dung entecavir.

Anh hwéng dén kha ning lai xe va van hanh may méc:

Thén trong khi lai xe va van hanh may moc.

Qua lidu va cdch xik tri:

Chua ¢6 bdo céo vé viée qua liu entecavir & bénh nhan. Nhiing dbi twong khoe manh di dung
entecavir lidu don 1én dén 40 mg hozc liéu da Ién dén 20 mg/ngay trong hon 14 ngay khong bi gia
tang hodc xay ra tai bién dot xuét nao. Néu c6 truong hop ding thube qua liéu, bénh nhan phai duoc
theo di xem c6 biéu hién nao vé su nhidm doc, va néu cin thi phai 4p dung phuong phap diéu tri

hd tro chudn.
Sau khi dung entecavir 1 mg lidu don, thdm tach méu trong vong 4 gidr da loai khoang 13% liéu
entecavir.
Baoquin: B4o quan trong bao bi kin, trdnh 4nh sing va 4m, & nhiét do dudi 30°C
Han dung:24 thang ké tir ngay sdn Xut.
PE THUOC TRANH XA TAM TAY TRE EM.
Nha sén xuét
MED]BIOS LABORATORIES PVT. LTD
Plot No. J-76, M.LiD.C., Tarapur, Boisar, Thane 401506 Maharashtra State, An D9
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