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[THANH PHAN] M&i vién c6 chia:

Adefovir dipivoxil ..o evcnce 10MG
[DANG BAO CHE] Vién nén

[CHi BINH, CACH DUNG, CHONG CH
BINH, THAN TRONG, TAC DUNG PHY VA
CAC THONG TIN KHAC] Xin xem 13 hubng
din sl dung.

{DOSAGE FORM] Tablet
Adefovir dipivoxil 10mg
Adefovir dipivoxil 10mg TION, SIDE EFFECT AND FURTHER Adefovir dipivoxil 10mg
[PACKAGE] 30 tablets /Bottle/Box

R,\ Drug prescription R Drug preseription B(Thuc’)c ké don //
11 1Y [COMPOSITION] Each tablet contain: Ny Vién nén
Adefovir dipivoxil .........c....... 10Mg G 0 M R U SA
GOMRU Y| YEES [MDICATION, DUSAGE & ADMINISTRA GOMRU SAms
TION, CONTRA-INDICATION, PRECAU- i
INFORMATION] Please refer to the inside
insert paper
[STORAGE] Preserve in tight container at
below 30°C

SPECIFICATION] In-House choice Resistance
The 1et chokce of HBV Reclstance. [SPECT e ) e e {DONG GOI1 30 vién /Chai / Hp
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[Composition] Each tablet contains:
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[Storage] Preserve in tight container at below 30°C
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Ig( Thudc ké don

[THANH PHAN] M3i vién co chia:

Adefovir dipivoxil 10mg

T4 duoc: Cellactose, tinh bét tién gelatin hoa, Croscarmellose
sodium, Colloidal silicon dioxide, magnesium stearate

[MO TA] Vién nén hinh tron mau tring hodc mau xam nhat;
mdt mat cd khic ky tu “B”, mat con lai ¢ khic chi “AF”
[CHI BINH]

Djéu tri viém gan B thé hoat dong man tinh & ngudi bénh co
bing ching vé sy nhan I&n clia virus viém gan B va bing
chiing téng lién tuc aminatransferase huyét thanh (ALT hodc
AST) hodc ¢o bénh md hoc tién trién.

Chi dinh nay dua trén ddp ng v md hoc, virus hoc, sinh hoa
va huyét thanh & bénh nhan viém gan B man tinh c6 HBeAg+
va HBeAg- véi chiic ning gan con bl va & ngudi 16n co bing
chiing 1am sang nhiém virus viém gan B dé khang lamivudin
véi chiic ndng gan con bi hodc mét bi.

[LIEU DUNG VA CACH DUNG]

1. Ngudi 16n: liéu dé& nghi 10mg, ngay 1 lan

2. Bénh nhén suy than

Thay d6i khodng céch liéu & bénh nhan suy than tly vao hé sb
thanh thai creatinin dudi 50ml/phit theo phac dé sau:

Bang hutng din diéu chinh khoiing cach liéu & bénh nhan suy than

vien nen GOMRBRUS

Adefovir dipivoxil dipivoxil 10m

D0 thanh thai Creatinine | Liéu khuyén nghi | Khodng céch ligu
(mL/phat) (mg) (gi0)
> 50 10 Mai 24 gio
20~49 10 MB&i 48 gid
10~19 10 MBi 72 gio
Benh nhan thdm phan méu 10 M 7 ngay sau tham phan

Dudc dong hoc clia Adefovir dipivoxil chua dugc dénh gid &
b&nh nhén khong thdm phan mau c6 hé b thanh thai creatinin
dudi 10 ml/phit. i thé chua co liéu khuyén dung cho nhiing
bénh nhén nay.

[CHONG CHI BINH]

B&nh nhan qua min v6i Adefovir dipivoxil hodc bat ky thanh
phdn néo clia thudc.

[THAN TRONG]

1) Khdng dung thudc qué liéu chi dinh

2) Sy trim trong thém b&nh viém gan da xdy ra sau khi ngung
diéu tri bAng Adefovir dipivoxil

— B&nh nhan ngung diéu tri thudc chdng viém gan B bao gom
ca thudc Adefovir dipivoxil gap phai mic do viém gan trdm
trong hon da dugc ghi nhén. Do do, cén theo ddi chat ché dinh
ky chic nang gan trong sudt mot thoi gian sau khi ngung diing
Adefovir dipivoxil.

- Cac thil nghiém 1am sang trén thudc ndy cho thay, su trdm
trong thém bénh viém gan (ALT ting g&p 10 1&n gidi han trén
clia miic binh thudng) xay ra & 25% bénh nhan sau khi ngung
didu tri Adefovir dipivoxil. Hiu hét trudng hop nay xay ra trong
thai gian 12 tudn sau khi ngung thudc.

- Bénh nhan méc bénh gan ti€n trién hodc xo gan nén dugc
theo di chit ché trong thdi gian ddu diéu tri.

- & bénh nhan nhim HIV, viéc xdy ra nhiém toan lactic (mét
oxy trong méu), c6 thé gdy tli vong, thudng lién quan dén
chiing gan to hodc gan nhifm m6 mic dd ning da dugc ghi
nhan khi phdi hop véi céc thudc tuong ty nucleoside. Ngung
diéu tri thudc tuong tu nucleoside khi nhan thdy mic
aminotransferase ting nhanh, gan to ti€n trién hodc nhiém
toan lactic chuyén héa khdng rd nguyén nhan. Theo ddi than
trong khi ding thudc tudng tu nucleoside cho bénh nhan bi gan
to hoic cac yéu t6 nguy cd khdc gy bénh gan, dic biét & phu
nii béo phi.

3) boc tinh trén than

- Trong khi nguy co suy than & bénh nhan cd chic nang than
binh thubng 1 thap, thi day lai 1a diéu dic biét quan trong &

DAI DIEN
TAI THANH PHO
HO CHi MINH/~

nh@ing bénh nhan cd nguy ac i r6i loan chiic ning
than hodc dang ding cac thudc gay ddc than nhu cyclosporine,
tacrolimus, aminoglycosides, vancomycin, thudc khang viém
khong steroid. Do d6, cdn do hé s thanh thai creatinin trudc
khi bat ddu diéu tri Adefovir dipivoxil.

- B&nh nhan dung Adefovir dipivoxil nén dugc ki€m tra chic
ning than trong thdi gian diéu tri, ddc biét & bénh nhan suy
than, co tién sir suy than, hodc nhiling nguy co khdc lam suy
giam chiic ning than. Ki€m tra dinh ky creatinin huyt thanh
va nhiing thay ddi vé phosphat huy€t thanh & nhitng b&nh nhéan
nay. C4n diéu chinh liéu & b&énh nhan suy gidm chiic ndng than
trudc hoic trong khi diéu tri. Nguy co va Igi ich di€u tri cla
thudc nay nén dugc danh gid thén trong truéc khi ngung dung
thudc & bénh nhan bi nhiém doc than cp do thudc.

4) D& khang HIV

Nén ki€m tra khdang thé HIV cho moi bénh nhén trubc khi bat
d@u diéu tri v6i Adefovir dipivoxil. Viéc dung Adefovir dipivoxil
dé diéu tri nhifm HBV man tinh cho nhiing b&nh nhén bi
nhiEm HIV chua dugc phat hién hoic chua dugc diéu tri c6 thé
dan dén sy dé khang véi HIV.

5) Nhiém toan Lactic /gan to trdm trong hodc gan nhigm md
Nhiém toan lactic va gan to trdm trong clng véi gan nhiém
m@, bao gdm céc truding hop gay tir vong da dudc ghi nhan khi
ding don doc thubc tudng ty nucleoside hoic ket hop thudc
khéng siéu virus khac (antiretrovirals).

Phdn I6n cac trudng hop nay dugc ghi nhan & phu nii. Béo phi
va ding thudc nucleoside 14u dai c6 thé 1 y&u t6 nguy cd. Than
trong khi chi dinh thudc tuong tu nucleoside cho bénh nhan c6
c4c nguy co gay bénh gan. Tuy nhién, cdc trudng hgp nay cling
duoc ghi nhan & bénh nhan khdng c6 nguy co. Tam ngung diéu
tri Adefovir dipivoxil trén bénh nhan co d&u hiéu lam sang
hodc xét nghiém nhi&m toan lactic hodc d&u hiéu doc tinh gan
(hao gbm gan to va gan nhiém md)

6) Than trong khac

-"Acid privalic 1a san phdm chuyén hoa in vivo clia Adefovir
dipivoxil thanh Adefovir, dugc bai tiét qua than sau khi lién hop
v6i carnitine tu do trong huyét thanh. Do dd, than trong chi
dinh thuSc cho bénh nhén da dugc biét thi€u nang carnitine
(b&m sinh). Khong c6 di liéu chi dinh dbng thoi Adefovir
dipivoxil va cac thudc co thé 1am gidm carnitine nhu acid
valproic hoic cac hgp chdt khac phéng thich acid privalic ty
do. Cac nghién cu 1am sang chi dinh 10mg Adefovir dipivoxil
mdi ngay trong diéu tri viém gan B man tinh, nhiing thay déi
miic carnitine tuong ty nhau gita nhom diéu tri bing Adefovir
dipivoxil vd nhém dung gid dugc. Do do, khi diéu tri Adefovir
dipivoxil, khong cdn thigt phdi b6 sung L-carnitine thudng
xuyén hodc ki€m tra muc carnitine huyét thanh.

- Khong ding ket hop thudc nay va tenofovir hodc cac ché
phim co chda tenofovir nhy phiic hop emtricitabine va
tenofovir hodc phiic hdp efavirenz, emtricitabine va tenofovir.
[PHU NO' CO THAI, PHY N’ CHO CON BU]

1) Phu n{i mang thai

- Trong cic nghién ciiu sinh san, chudt cdng dugc cho udng
Adefovir dipivoxil liéu 35 mg/kg/ngay (cao hon 23 I4n liéu
khuyén cdo & ngusi 10 mg/ngdy) hoic thd vei liéu 20
mo/kg/ngay (cao hon 40 I4n liu khuyén cdo & ngudi 10
mg/ngay), khong ghi nhan doc tinh trén phdi thai hodc gay
quai thai.

- Khi Adefovir dipivoxil dugc tiém vao tinh mach chudt cdng
mang thai véi liéu lugng gay ddc cho me (20 mg/kg/ngay, cao
hon 38 I4n so v6i liu & ngudi), doc tinh cho phdi thai va ti 18
di tat thai nhi ting (phit né toan than, ph&n nho ra clia mét bi
kéo xudng, thoat vi ron va bi xodn dudi) dugc phat hién. Khong
¢6 téc dung phu no 1&n qud trinh phat trién dugc fim th&y khi
Adefovir dipivoxil dugc tiém finh mach véi liéu lugng 2.5
mo/kg/ngay déi véi chudt cong mang thai (cao hon 12 [4n liéu
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& ngudi).

- Khéing c6 nghién clu ddy di va ki€m sodt ndo duge thyc hién
trén phy nii c6 thai. Do nghién citu ddc tinh sinh s&n trén ddng
vat thuding khéng dy dodn dugc trén ngudi, thufc nay chi dugc
sir dung khi Igi ich diéu tri vugt trdi nguy co déi véi phoi thai.
Khong cé nghién clu nao trén phu nd co thai va khdng cé di
liu ndo vé& &nh huing cla Adefovir dipivaxil 1&n sy 18y truyén
HBV tif me sang con. Vi vdy, nén chiing ngia cho tré so sinh
dé tranh sy |4y truyén clia HBV.

Phu nif trong dd tudi sinh nd: do nhiing nguy cd c6 thé xdy ra
ddii véi su phdt trién clia bdo thai 14 khong bist duge, vi vay
nhiing phy nif trong d tudi sinh nd ma st dung thuc ndy nén
sl dung cdc bién phéap tranh thai hifu qud.

2) Phu nii cho con bl

Khong bi€t 12 Adefovir dipivoxil c6 dugc bai tiét vao trong siia
me hay khéing. Ngudi me dugc khuyn cdo 12 khdng nén cho
con bii néu dang sif dung thudc nay.

[TUONG TAC THUGC]

1) Do Adefovir dipivoxil dugc thai trik & than, sit dung d8ng thai
vdi cdc thufc 1am gidm chic ndng thdn hodc cdc thudc canh
tranh bai i€t chl ddng qua Gng thdn c6 thé 1am tang ndng do
trong huy&t thanh cla Adefovir dipivoxil hoic cdc thudc cing
st dung.

2) Khdng c6 nghién citu v& &nh hudng 1&n chiic nang than khi
ding Adefovir dipivoxil ciing véi cac thudc dugc bai tiét qua
than hodc nhiing thufic dugc bit 14 dnh huéing 1&n chic ndng
than, ngoai trir lamivudine, trimethoprim / sulfamethoxazole,
acetaminophen, ibuprofen

3) Adefovir dipivoxil khang lam thay d6i dugc dong hoc clia
trimethoprim/sulfamethoxazole, acetaminophen, ibuprofen va
lamivudine.

4) B&nh nhdn nén dugc ki§m sodt chit ché cac tac dung ngoai
¥ khi diing Adefovir dipivoxil ciing v6i cac thuSc khac dugc bai
i€t qua than hoic nhitng thuc dudc bigt anh hubing d&n chic
ndng than.

5) Nhin chung, Adefovir khdng ic ché enzyme CYP450. Tuy
nhién, khi nang Adefovir cdm dng enzyme CYP450 hay khong
vin chua dugc bigt

[TAC DUNG NGODAI Y]

1) Ngudi 1én v bénh gan cin bd

Téc dung ngoai ¥ dugc ghi nhdn & 2 nghién ciu ml dobi dugc
ti€n hanh 48 tudn trén 522 bénh nhin viém gan B man tinh
va bénh gan con bl, trong do 294 bé&nh nhdn uSng Adefovir
dipivoxil 10mg va 288 bé&nh nhan udng gid dugc.

Vi vigc kéo dai thdi gian diéu trj thém 48 tudn niia, 492 bénh
nhan dudc diéu tri bing 10mg Adefovir dipivoxil d&n 92 tudn,
thi gian diéu tri trung binh 12 48 tudn.

Phdn {ng ngoai  liét k& duti day dudc cin nhic 12 ¢ khd
nang lién quan dén viéc dibu tri trong 48 tuin ddu, phan loai
theo hé co quan va t4n suft xudt hién. T4n sudt dugc xac dinh
la it phd bi€n (>1A0) hoic thudng gdp (>1/100 va <1/10).
T4n sudt phdn dng phy 1d nhy nhau & nhém ding Adefovir
dipivoxil 10mg va nhém placebo.

Rdi loan hé tiéu hoa

Thudng gdp: dau bung, budn non, tiéu chdy, khé tiéu.

R loan toan than va tai chd

Rt phd bifn: suy nhugc.

Rdi loan hé thdn kinh

Thudng gp: dau ddu.

@ nhiing nghién cidu ndy, da quan sat thdy nhiing bat thudng
vé xét nghiém xudt hién voi tdn xudt tusng ty gitia nhém ding
Adefovir dipivoxil 10mg va nhom placebo. Tuy nhién, ting men
gan, xuit hién thudng xuyén hon & nhém ding placebo.

Khi difu tri kéo dai, d3 gdp ting nhe va viia creatinine trong
huy&t thanh & 2 trong s8 429 (<1%) bé&nh nhan viém gan B
man tinh va bénh gan con bl dugc diéu tri bing Adefovir
dipivoxil trung binh trong 49 tudn va t6i da 1a 109 tudn.
2)Bénh gan 48 khdng Lamivudine tridc va sau khi ghép gan.
Trong mdt nhién ciu m&, nhiing bénh nhdn truéc khi ghép gan
(n=128) va sau khi ghép gan (n=196) véi viém gan B man tinh
va HBV dé khang Lamivudine dd dugc diéu tri bing Adefovir
dipivoxil mdt 14n/ngdy trong 129 tudn véi théi gian didu tri
trung binh tuong dng 12 19 va 56 tulin. Nhiing phdn @ng phu
dugc cho 12 it khd nang xuft hién nhdt lién quan dén didu tri
1a:

Rdi loan tiéu hda

Thudng gip: dau bung, bubn ndn, tiéu chdy, kho tiéu.

Rdi loan todn than va tai chd

R4t phd bi&n: suy nhudc.

DAI DIEN
TAI THANH PH

Sy

D3 quan sit thdy thay di crestinine
t6ng s6 324 (13%) bénh nhan. Nhiing thay d8i nay dugc gip
& nhiing bénh nhdn co nhiéu nguy co thay ddi chiic ning than,
bao gm trudng hop sl dung déng thdi véi cyclosporin va
tacrolimus, va thudng & mic d6 nhe va viia, mic di c6 vai
trudng hop dugc bée cdo suy thdn. MOt phdn trdm (3 trong
tfng s8 324) bénh nhn tru6c va sau khi ghép gan da ngung
ding Adefovir dipivoxil do nhiing bi€u hién vé than.

* Théng bdo cho béc sT nhing téc dyng phu gap phai khi
ding thudc.

[QUA LIEU]

1) Sl dung adefovir dipivoxil 250 mg va 500 mg, cao hon
25-50 14n so vdi liu lugng dugc khuy&n cdo cho diéu tri HBVY,
méi ngay 1 14n cho bénh nh&n duong tinh véi HIV trong 14
ngay cho thdy co phdn dng phu trén duding tidu héa mic db
nhe dén visa.

2) Khi xdy ra qua lifu, bénh nhan phai dugc theo ddi ddu hidu
nhiém dbc va dp dung cic bién phap diu tri h trg ndu cdn.
Co thé loai trit Adefovir bing thdm phin méu: thanh thdi
Adefovir bing thdm phan mau didu chinh thé trong trung binh
14 104mi/phit. Chua nghién cifu sy thai trir Adefovir bing thdm
phan mang bung. )

[TAC DUNG COA THUGC TREN KHA NANG LAI XE VA VAN
HANH MAY mOC)

Khéng c6 nghién ctiu ndo vé tic dong clia thudc trén khd ning
14i xe va vin hanh may méc dugc thuc hién. Tuy nhién, dua
vio dic tinh dugc lyc, thudc khong c6 &nh hubng trén khd
ning li xe va van hanh mdy méc.

[BAC TiNH DUGC LYC HOC]

Adefovir dipivoxil 12 tién chdt dang uSing clia adefovir, mft chét
tuong ty acyclic cleotide phosphonate clla adenosine
monophosphate, chdt dugc van chuyén vao t§ bao, tai d6 n6
dugc cic men bin ddi thanh adefovir diphosphate,iic ché
polymerase clia virus bing cach canh tranh lién két truc tiép
véii chat nén tu nhién (deoxyadenosine triphosphate) va sau do
sdt nhap vao DNA clia virus gay két thic chudi DNA. Adefovir
diphosphate dc ché chon loc polymerase DNA clia HBV.

[DAC TiNH DUGC BONG]

H&p thu: Sinh kha dung duding udng xdp xi 59%. Néng db dinh
adefovir trong huyét thanh ( Cmax ) 1a 18,4 + 6.26 ng/mL
(trung binh + SD) xdy ra tir 0,58 va 4,00 gid ( trung binh = 1,75
gio) liéu ti€p theo. Néng do dudi dudng cong trong huyét thanh
clia adefovir ( AUC) 14 220 + 70.0ng gid/mL.

Phan hd: Trong thi nghiém In vitro, dd gin k&t clia Adefovir
va protein trong huyét thanh hodc trong huyét tuong ngudi # %
4%, ndng d0 Adefovir khodng 0,1- 25 ug/mL. Thé tich phan b8 =y
& tinh trang 8n dinh sau khi tiém finh mach 1,0 hodc 3,0
mg/kg/ngdy 14n lugt 392 + 75 va 325 = 9 mlkg e
Chuy8n hod va thai tri: Sau khi udng thudc, Adefovir dipivoxil g *
nhanh chong chuyén hod thanh Adefovir. 45% liéu ding dugc
héi phuc duti dang adefovir trong dudng tidu sau 24 gid.
Adefovir dugc dao thai qua than. J“
[BONG GOI1 30 vién / Chai / hop

[BAD QUAN]

Bio qudn trong bao bi kin & nhiét dd dui 30°C.
[HAN DUNG]

24 thang ké tlf ngdy sdn xudt

[TIEU CHUAN] Tiéu chudn nha sén xust
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“Tranh xa tdm tay tré em
Doc ki hudng dén sit dyng trude khi ding
Thufc nay chi ding theo sy k& ddn ciia bdc sT"
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