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RX Thuéc nay chi dung theo don thube

NDP-ENVIR PLUS

Cic ddu hi¢u lru y va khuyén cdo khi diing thuée:
*  Doc ky hudng dan sir dung trude khi dimg.
*  Déxatam tay tré em.

1. THANH PHAN CONG THUC THUOC:
Mbi vién chira:
Thanh phan hoat chdt: Entecavir 1 mg
(Dudi dang entecavir monohydrate 1,07 mg)
Thanh phcfn ta duoc: Cellactose 80, cellulose vi tinh thé 102, bot talc, croscarmellose
sodium, magnesi stearat, hypromellose, macrogol 6000, titan dioxyd, erythrosin red.

2. DANG BAO CHE: ‘ ‘
Vién nén tron bao phim mau hong.

.: 3. CHI PINH:
Diéu tri nhidm virus viém gan B (HBV) man tinh & ngudi 16n va tré em tir 16 tudi tro 1én co
chimg ¢t HBV tich cyuc ting sao chép DNA-HBV trong mau va tang dai ding ndng do

1 aminotransferase huyét thanh (ALT hogc AST) hodc c¢6 chimg ctr mé hoc vé bénh gan dang //‘
i- hoat dong & ngudi 16n va tré em tir 16 tudi try 1én truge day chua dung thudc khang virus /QN’

r nucleosid va & nguoi 16n ¢6 HBV khéng lamivudin dong thei c6 HBeAg - duong tinh hoic / '

1 HBeAg - am tinh kém theo chirc ning gan con bu. ’ Tl
i_- Picu tri viém gan B man tinh va virus viém gan B khang thu6c lamivudin. \
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4. LIEU DUNG, CACH DUNG: NG
Liéu dung
Nguoi 16n va tré em tir 16 tudi tré 1én nhidm HBV man tinh chua bao gi¢r diéu trj bing céc
thudc twong tu nucleosid, liéu khuyén c4o: 0,5 mg 1 14n mdi ngay.
Ngudi 16n va tré em tr 16 tudi trd 1én c6 tidn st nhidm HBV mau trong khi diéu tri
lamivudin hogc ¢6 HBV dugc biét khang lamivudin hodc telbivudin: 1 mg ngay udng 1 lan.
Céch dung:
Phéi do thay thudc chuyén khoa chi dinh va theo dai.
Thuée ubng vao luc déi, it nhat 2 gid trude hodc 2 gid sau bira an.
Thoi gian diéu tri
Thoi gian dung thudc t6i wu chua biét nhung it nhét phai 1 nam.
C6 thé ngimg didu tri:
O nguoi HBeAg - duong tinh, phai diéu trj it nhat cho t6i khi chuyén ddi huyét thanh HBe
. [HBeAg va DNA cua HBV tr& nén am tinh (duéi ngudng phét hién), kém theo phat hién
_ khang thé khang HBe & 2 14n 14y mau lién tiép cach nhau it nhit 3 dén 6 thang] hoic t6i khi
chuyén dbi huyét thanh HBs hodc trong truong hop khong c6 tac dung sau 1 nam.
O ngudi bénh HBeAg - am tinh, phai didu trj it nhat t6i khi nong d6 DNA-HBV am tinh
(dudi ngudng phét hi¢n) va chuyén ddi huyét thanh HBs hodc cho t6i khi khong thiy téc
dung. Trong trudong hop diéu tri kéo dai trén 2 nam, can phai thuong xuyén dénh gia lai dé
xéc dinh tiép tuc diéu tri ¢6 thich hop véi ngudi bénh khong.
Nhém bénh nhan dic biét
-‘ Nguoi cao tudi .
' Khéng can didu chinh liéu. Tuy vay, can nhé chic nang than thuong kém & nguoi cao tudi.
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Suy gan

Khong can diéu chinh lidu.

Suy thdn

Phai diéu chinh lidu dua vao Cle. Giam liéu bing céch tang khoang cach giitra cac li?;u. Nén
udng mdi ngay 1 lan. Ngudi bénh thim phan mau phai ubng lidu entecavir sau budi thim
phan.

S
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5 Clr (mUphit) Lieu khuy‘en cao cho nguoi Lieu khlrlyen cdo cho. nguwoi
chwa dung nucleosid khing lamivudin
> 50 0,5 mg ngay 1 lan 1 mg ngay 1 lan
i 0,25 mg ngay udng 1 lan*

| 30-49 hodc 0,5 mg ngay 1 lan

0,5 mg céach 48 gidr 1 lan
0,15 mg ngay 1 lan* 0,3 mg ngay 1 lan*

10 -29 hodc hodc

0,5 mg cach 72 gid 1 1an 0,5 mg céch 48 gio 1 lan
0,05 mg ngay 1 lan* 0,1 mg ngay uépg 1 lan*

<10 hodc hodc

0,5 mg cach 5 — 7 ngay 1 lan 0,5 mg céach 72 gio 1 lan

* P6i véi lidu < 0,5 mg nén dung dung dich udng.

5. CHONG CHIi PINH:
Qua mén cam véi entecavir hodc véi bat ky thanh phan nao cua thudc.
Phu nit ¢6 thai, phu nit cho con bu.
Tré em dudi 16 tudi.

v it

6. CANH BAO VA THAN TRQNG KHI DUNG THUOC: : ,
Viém gan ty phét tr¢ thanh tram trong hay xay ra va thuong bi€u hién bang ting nhat thoi
nong do huyét thanh ALAT. Sau khi bét diu didu trj khang virus, nong d huyét thanh

ALAT c6 thé tang & ngudi bénh trong khi nong do huyét thanh DNA ctia HBV giam. Trong

’

I B Y-CX s O

[

A

sO cdc ngudi bénh diéu tri b?a.ng entecavir, cac dot bénh ning 1én xuét hién trung binh 4 dén
5 tuan sau khi bit du diéu tri.

O nguoi bénh c¢6 bénh gan con bu, nong do huyét thanh ALAT tang thuong khong kém theo
tang bilirubin huyét nhu bénh gan mét bu. Néu nguoi bénh da c6 xo gan, ¢6 nguy co cao gan
mét b sau khi bénh nédng 1én. Do d6, trong khi diéu tri, phai theo doi chat ngudi bénh vé
1am sang va sinh héa. Mot sb trudong hop bénh nang 1én do ngimg diéu tri chéng viém gan B
bing entecavir da duoc béo cdo. Bénh ning 1én sau ngimg entecavir thuong két hop voi tang
ndng do huyét thanh DNA ctia HBV va da sé truong hop tu khoéi, nhung mét sb truong hop
da tir vong. Trong s6 nhimng ngudi bénh trude ddy chua dung thude tuong tu nucleosid nay
duoc diéu tri bing entecavir, céc truong hop ning 1én xuét hién trung binh 23 dén 24 tudn
sau khi ngimg diéu tri. Phan 16n cac truong hop xdy ra & ngudi c6 HBeAg - m tinh. Phai
theo ddi gan déu din ca vé 1am sang va sinh hoa it nhét 6 thang sau khi ngimg diéu tri. Néu
ting DNA-HBYV hoic néu cin cho didu tri lai 1 dot khéc.

Phai than trong khi diéu tri cho ngudi bénh ¢6 gan mit bu vi nhidu tai bién phu, c6 nguy co
cao bi nhiém toan acid lactic.

Phai than trong khi diéu tri entecavir cho ngudi nhiém HBV man tinh ma khong phat hién
nguoi dé ciing bi nhiém HIV vi ¢6 nguy co lam xuat hién cac chung HIV khang céc thudc
nucleosid trc ché enzym phién ma nguge (NRTI). Trudce khi bt ddu didu tri entecavir, phai
lam test HIV. Do c6 thé c6 nguy co lam xuit hién HIV khang NRTI nén khong nén dung
entecavir dé diéu trj nhiém HBV man tinh & ngudi bénh nhidm HIV..

Phai than trong khi dung entecavir dé diéu tri viém gan B man tinh vi ¢6 thé gy ra nhiém
§ toan acid lactic, gan to nhiéu kém nhidm m& gan & nguoi bénh dung duy nhat cac thude
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twong tu nucleosid hodc phdi hop véi cac thude khang virus khac. Pa sb cac truong hop xay
ra & phu nir; béo phi va diéu tri 1au dai bang cac thubc nucleosid trc ché enzym phién ma
nguoc ciing c¢6 thé 1a yéu td nguy co.

Phai ding than trong céc thudc tuwong tu nucleosid cho ngudi duge biét c6 nguy co cao vé
bénh gan, nhung nhiém toan acid lactic, gan to nhiéu va nhiém m& d3 xay ra & nguoi khong
¢6 nguy co nao dugc biét. Phai ngumg ngay entecavir ¢ bét ctr ngudi bénh nao c6 dau hiéu
lam sang va xét nghiém goi y nhiém toan lactic hoic nhiém ddc gan ning ngay ca khi
transaminase khong tang.

Chua biét vé do an toan va hiéu qua cua entecavir dbi véi ngudi ghép gan. Néu phai dung
entecavir cho ngudi ghép gan di hoic dang ding mot thudc Gc ché mien dich ¢ thé tac
dong dén chirc ning than nhu cyclosporin, tacrolimus, phai giam sat c4n than chirc ning
than trude va trong khi diéu tri entecavir.

Déi véi ngudi cao tudi tir 65 tudi trd 1én, kinh nghiém con it chua da dé xac dinh xem dap
g c6 khac véi nguoi tré tudi khong. Do entecavir chii yéu dao thai qua thin nén nguy co
nhiém ddc do entecavir c6 thé ting & nguoi suy than. Ngudi cao tudi thudomg c6 chirc ning
than suy giam, can diéu chinh liéu theo mirc d6 suy than va phai theo ddi chuc ning than.
Diéu chinh liéu dugc khuyén cdo dbi véi ngudi bénh c6 Cl; < 50 ml/phut, bad gdm ca thim
phan méau hodc thim phan mang bung ngoai tru.

Entecavir khong lam giam nguy co lay truyén virus sang ngudi khac nén cac bién phap du
phong truyén bénh phai dugc thuc hién.

7. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU:
Sir dung thudc cho phu nir ¢é thai:
Chua c6 nghién ciru nao & ngudi mang thai va cling chua c6 sé liéu nao vé tac dung cua
entecavir d6i voi lay truyén bénh HBV tir me sang con; con sinh ra tir me nhiém HBV
thuong dugc khuyén cédo ding phéac d6 phdi hop vic xin HBV va globulin mién dich viém
gan B (HBIG).
Sir dung thudc cho phu nir cho con bu:
Chua biét entecavir c6 vao sita me hay khong. Ngimg cho con ba hodic ngimg thude tiy theo
tdm quan trong cta thudc ddi voi me.

MANNNNNNE.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Chong mat, mét moi va budn ngu 1a nhing tic dung khong mong mudn thuong gap cua
- thude c6 thé 1am giam kha ning l4i xe, van hanh may moc.

9. TUONG TAC, TUONG KY CUA THUOC:

- Twong tic thude
Chua c6 twong tac nao can khuyén cdo tranh ding ddng thoi voi entecavir.

Ham luong va tic dung ctia entercavir c6 thé tang boi ganciclovir, valganciclovir, ribavirin.

- Entecavir khong phai la co chét va khong tre ché hoic kich thich cac isozym cytochrom
P450(CYP) ft c6 kha nang twong tic vé dugc dong véi cac thudc chuyén héa do céc
isoenzym CYP.

- Thude tac dong dén than hodc dao thai qua than: c6 kha nang tuong tac dugc dong vdi céc
thube 1am giam chirc nang thén hodc canh tranh véi entecavir dé tiét tich cuc qua 6ng thén.
Nong d6 huyét thanh entecavir hodc thubc phdi hop c6 thé tang. Can phai theo doi cac tai

- bién phu.

Véi adefovir, lamivudin, tenofovir, disoproxil: Khong c6 twong tac.
Thudc @c ché mién dich: C6 kha nang tuorng tac vé duoc dong (ndng do huyet thanh

- entecavir tdng vi chirc nang than bi thay 601) vdi cyclosporin hodc tacrolimus. Phai giam sat
chirc ning than trudc va trong khi didu tri entecavir & ngudi’ (ghép gan) dang dung
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r cyclosporin, tacrolimus hozc cac thudc e ché mién dich khac c6 thé anh hudng dén chuc
1 nang than.
Nucleosid va cac thuoc nucleosid trc ché enzym phién ma nguoc:
Khéng c6 twong tac vé duoc dong véi lamivudin hoic tenofovir disoproxil fumarat.
10. TAC DUNG KHONG MONG MUON CUA THUOC:
I Trong thu nghiém lam sang, 3% hodc hon ngudi bénh dugc béo céo cb tac dung khong

1 mong mubn nhu nhie ddu, mét moi, chéng mat, budn non. a chay, khé tiéu, ndn, budn ngu,

va mat nga cling da dugc béo cao.
I Thuong gap, ADR > 1/100

Ny Than: Péi ra mau (9%), tang creatinin (1 - 2%), glucose ni¢u (4%).

Tam than: M4t ngu, nhirc dau, chong mat.
I Tiéu héa: Non, ia chay, budn non, khé tiéu.

Ny Gan mat: Tang transaminase (> 10%), tang lipase (7%), ting amylase (2 - 3%), ting

bilirubin huyét (2 - 3%).

. Toan than: Mét mai.

- It gap, 1/1 000 < ADR < 1/100 .
Da: Phéat ban, rung toc.

. Day bung kho tiéu.

1 Hiém gap, ADR < 1/1 000
Mién dich: Phén g phan ve¢.

& Mot s6 truomg hop nhiém toan acid lactic duogc bao cao thudong két hop v&i gan mét bu hodc
mot bénh ndi khoa ning khic hogc dang dung mot sd thude khac. Dung entecavir lién tuc
trung binh 96 tuan chua thiy dung nap thude thay doi.

e, Céc bat thuong vé& xét nghiém phd bién nhét trong thur nghiém 14m sang entecavir la ting
ALT (16n hon 5 1an giéi han trén: ULN), dai ra mau, téng lipase (it nhéit 2,1 lan ULN), dai ra
glucose, téang bilirubin huyet (16n hon gip 2 lan ULN), tang ALT (16n hon gap 10 14n ULN

& va gép 2 lan ndng do luc bit dau didu tri trong huyét thanh), tang glucose huyét lic déi (trén
250 mg/dl) va ting creatinin (it nhat 0,5 mg/dl).

Huéng din cich xir tri ADR

b No6i chung, cac ADR nhe thuong tu hét, khong can Xt tri. Dot viém gan tram trong ¢ thé
xay ra sau khi ngumg li¢u phap chéng HBV, bao gdm ca entecavir. Dot tram trong biéu hién
bang ALT tang vot gap 10 1an gidi han trén (ULN) va gép 2 lan nong do huyet thanh lac bit

- dau diéu tri. Thoi gian trung binh xut hién bénh trim trong khoang 23 tuan sau khi ngung
diéu tri. Bénh trdm trong sau khi ngimg diéu tri thuong két hop véi tang DNA cua HBV va
da s6 tu khoi. Phin 16n bénh tram trong sau ngimng diéu tri gap 0 ngudi bénh HbeAg - am

- tinh. Can theo doi gan déu din vé 1am sang va sinh hoa it nhit 6 thang sau khi ngimg diéu
tri. Néu can, c6 thé cho diéu trj lai. Viém gan tram trong 1én cting da gdp trong khi dang diéu
tri HBV bang entecavir trung binh 4 dén 5 tudn sau khi bét dau diéu tri nhung thuong hét khi

- tiép tuc didu tri. Phai ngimg diéu tri entecavir & bat ct ngudi bénh nao c6 biéu hién 1am sang
hodc xét nghiém lam nghi dén nhiém toan acid lactic hodc nhiém doc gan ning (nhu gan to
nhiém m&, ngay cé khi transaminase khong tang).

11. QUA LIEU VA CACH XU TRi:

Dir liéu vé qua lidu hién nay con han ché. Cé nguoi da uong 20 mg/ ngay trong 14 ngay va
¢ nguoi uéng 1 lidu 40 mg nhung khong c6 biéu hién nhiém doc. Khi ubng qua liéu, can
theo doi dién bién dé xur tri.
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12. THONG TIN VE DUQC LY, LAM SANG:

Dic tinh dwge lue hoc:

Nhém duogc ly: Thudc khang retrovirus, c6 tic dung chéng virus viém gan B & nguoi
(HBV).Céc chat trc ché enzym phién ma nguge nucleosid va nucleotid.

Ma ATC: JOSAF10

Entecavir 12 mot thudc tong hop twong tu nucleosid purin din xuét tir guanin c6 hoat tinh
khang virus viém gan B & nguoi (HBV). Thubc duge cac enzym trong té bao phosphoryl
héa dé tao thanh mot chét chuyén hoa c6 hoat tinh, 12 entecavir triphosphat. Bang cach canh
tranh v6i co chét tu nhién deoxyguanosin tnphosphat entecavir triphosphat rc ché DNA
polymerase (enzym phién ma nguoc) cua virus viém gan B & nguoi, do d6 da ngin chin
duoc moi giai doan hoat tinh cua enzym.

Ph tac dung: Entecavir c6 hoat tinh in vitro va in vivo chong lai HBV, bao gbm ca mot s6
chung HBV khang lamivudin. Thudc ciing c¢é tac dung han ché in vitro chong mdt s6 virus &
nguoi, bao gom virus Herpes simplex typ 1 va 2 (HSV-1 va HSV-2), virus Varicella zoster
va cytomegalov1rus nhung thudc khéng chung t6 ¢6 hiéu qua trong 1am sang. Entecavir c6
mot vai tac dung dbi voi HIV-1 (ndng 9 entecavir can thiét dé rc ché virus sao chép
khoang 50% [EC50] d6i voi HIV-1 dao dong tir 0,026 ti 16n hon 10 microM)!

Khang thuéc

Khi diéu tri 1au dai & mot sb ngudi bénh, mot sb chimg cir cho thly HBV cham giam nhay
cam vdi entecavir. O ngudi bénh tir true chua dung thudc nucleosid, cho dung entecavir tdi
96 tudn, virus tros lai gy bénh nging 1én do khang thubc xay ra dudi 1% ngudi bénh. G nguoi
bénh khéng lamivudin, virus bung phat tré lai do khang entecavir xay ra & 1% ngudi bénh
sau nim dau diéu tri va & 9% ngudi bénh trong ndm thu hai diéu tri. Khang entecavir xay ra
trong qué trinh 2 budc, ban dau 1a dot bién M204V/I tiép theo 1a thay thé amino-acid &
rtl169, rtT184, stS202, hoic rtM250.

Di c6 khang chéo giita mot s thube tuong ty nucleosid c6 tac dung chéng HBV. HBV
khéng lamivudin va khang telbivudin da thay giam nhay cam vdi entecavir in vitro. HBV
khang adefovir ciing thay ddi nhay cam voi entecavir da thay in vitro. HBV phan lép tur
nguoi bénh khang lamivudin va that bai voi liéu phép entecavir van nhay cam véi adefovir.
Entecavir trc ché virus viém gan B, tc ché ca cac chung virus viém gan B khang lamivudin
va adefovir.

Dic tinh dwgec dong hoc

Hap thu

Entecavir hap thu nhanh qua dudng tiéu hoéa sau khi uong Nong do dinh dat dugc trong
vong 30 dén 90 phut sau khi udéng mot lidu va dat dugc nong do 6n dinh sau 6 dén 10 ngay
diéu tri. O ngudi khoe manh, khi udng lidu 0,5 mg, Crmax dat khoang 4,2 nanogam/ml, udng
liéu 1 mg, Cmax dat khoang 8,2 nanogam/ml. V&i mét liéu trong 1 ngay, nira doi trong huyét
thanh khoang 24 gio. Thuc &n lam cham va giam hap thu. Phai udng entecavir lic
d6i (it nhét 2 gior sau hodc 2 gio trudce bira dn).

Phdn bé

Dua trén dugc dong hoc cta entecavir, thé tich phan bd biéu kién udc lugng vuot toan bd
nudc co thé, cho thiy entecavir phéan bo rong rdi trong cac mo. Sinh kha dung cta thube vién
bang sinh kha dung cua dung dich udng nén hai thudc c6 thé thay thé nhau. Entecavir gin
vao protem huyét twong khoang 13% in vitro.

Chuyén héa va thai tric

Entecavir khong bi hé thong cytochrom P 450 chuyén héa. Thube dao thai chu yéu qua than
nhd loc cau than va tiét tich cuc qua ong than. Nira doi dao thai cudi 1a 128 — 149 gio. Mot
lugng nho céc chét lién hop glucuronid va sulfat duge tao thanh. Thim phan mau c6 thé loai
bé dugec mot phan entecavir. Cac liéu phap hién c6 dé diéu tri nhidm HBV man tinh (nhu
entecavir, adefovir, lamivudin, telbivudin, tenofovir, interferon alfa, peginterferon alfa) chua
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diéu tri triét can dugc HBV ma chi c6 tac dung trc ché su phat trién cua virus. Do do, quyet
dinh thoi gian thich hgp dé bt dau diéu tri phai dyua vao tudi cuia ngudi bénh, mic do ton
thuong gan, kha nang dap ung voi diéu tri, kha nang xudt hién ching HBV khéng thubc, kha
nang cac tac dung phy, bién chimg va ndng do DNA-HBV trong huyét thanh. Muc dich lau
dai ctia diéu tri 1a dé ngan chan xo gan, suy gan, va carcinom té bao gan.

PON VI PONG GOI NHO NHAT, QUY CACH PONG GOI:
Hop 3 vix 10 vién.
Hop 10 vi x 10 vién.

HAN DUNG CUA THUOC:
24 thang ke tir ngay san xuat

PIEU KIEN BAO QUAN TIEU CHUAN CHAT LUQNG CUA THUOC:
Piéu kién bao quan: O nhiét d9 khong qua 30°C, noi khd réo, tranh 4nh sang.
Tiéu chudn chét luong: TCCS

TEN, PIA CHI CUA CO SO SAN XUAT THUOC:
CONG TY CO PHAN DUQC PHAM 2/9

DT: (028) 37422636 FAX: 84.28.37422635
930C4, dudng C, khu cong nghiép Cat Lai, cum 2, phudng Thanh My Loi, quan 2, TP. Hb
Chi Minh.

Ngay 4l thang/0 nam 2019
PHO'TONGGIAM POC

\h\anf-‘fhlen Thuén




