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TA!THAiIH PHO
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cHiMtr{

o
o

afft *ur" kd dc,n

vion nenG0MRUS
Adefovir dipivoxil dipivoxil '1

nHlttt pttilfl Mdi vien c6 chfa:
Adefovir dipivo<il .............,....... 10mg

TA d$c: Cellactose, tinh bil Mn gelatin hda, Croscarnellose

sodium, Coiloidal silicon dioxide, nagnesiun stearate

tuo fAt Vion n€n hinh trdn miu tring ho{c mdu xem nhat;

m0t,mat c6 khdc k}i trl "D", met con lai c6 khrc ch[ "AF"

ICHt oINHI
DiCu tri viCm gan B thd hoat dong man tinh d ngrtdi bonh c6

blng chrlng vd sU nhin l6n cla virus vi6m gan B vi bing
chfing tlng li6n tuc aminotranslerase huygt thanh (ALT hoAc

AST) holc cd bqnh m0 hOc ti6n tridn.
Chl dinh niy dua tron diip 0ng vd m0 hoc, virus hoc, sinh h6a

vd huy0i thanh 6 benh nhan vi€m gan B man tinh co HBeAg+

vd HBeAg- vdi ch(c nlng gan cdn b0 vd I ngudi lon c6 btrng

chrlng l6m sing nhi6m viru vi€m gan B d6' khing lamivudin

v6i chrlc nlno oan cOn bu hoec mel bu,

trrEu ourc vA cAcx otrnet
1. NgrJdi l6n: lidu d€' nghi 10m9, ngiy 1 ldn

2 B€nh nhtn suy than

Thay ddi khoang cich lidu 6 bQnh nhAn suy thin tuy vio h0 sd

thanh thii creatinin duti 50ml&h0t theo phic dd sau:

Bing hrSng din dldu chinh khdng cich li6u d benh nhen suy than

nh0ng b0nh nhln co r6i loan chfic ntrng

than ho4c ttang dung ciic thuot giy doc thln nhu cyclosporine,

tacrolimus, aminoglycosides, vancomycin, thuti,e khang viem

kh6ng steroid. Do d6, cdn do h€ s0 thanh thai creatinin trrdc
khi b{t ddu didu tri Adefo{r dipivoxil.
- BQnh nhin dirng Adelovir dipivoxil non duoc ki€'m tra chuc

ntrng thin trong thdi gian didu tri, dec biet 0 b€nh nhin suy

thin, c6 ti6n sit suy thin, ho4c nh[ng nguy co khic lim suy

gilm chrlc nang than. Kidm tra dinh ky creatinin huyel thanh

vi nhtng thay ddi vd phosphat huy€lthanh 6 nh-ung b€nh nhan

niy. Cdn didu chlnh ligu 6 b€nh nhin suy giim chitc ning thln
trrrdc hotrc trong khi didu tri. Nguy cc' va Ei ich die'u tri cta

thutic niy nen duoc d6nh gid than trqng tru6c khi n0uhg ding

thudc 6 b0nh nhin bi nhi6m dOc th?n cip do thtic.
4) Dd khans HIV

N0n kidm tra khdns thd HIV cho moi b€nh nhan trdc khi

(mLlbh0t)

ddu di6u tri vdi Adefovir dipivoxil. Vi0c ding Adefovir dipivoxil

dO' didu tri nhi6m HBV man tinh cho nhilng bQnh nhin bi

nhi6m HIV chrla dlloc phat hi€n hoic chrja duo.c didu tri c6 thd

d5n d€n sU dd khdng vdi HlV.

5) Nhi6m toan Lactic / gan to trdm trqng hoAc gan nhi6m-m0

Nhi6m toan lactic va gan to trem trong cung vdi gan nhiem

m6, bao g6m cec trLdng h9.p giy ti, vong dE dr.ncc ghi nhan khi

dung don doc thnoc tutng tU nlrleoside hoic kei hop thutic

kheng sieu virus khac (antiretrovirals).

Phdn l6n cec tnldng hqp nAy dLuc qhi nhin d phu n-u 86o phi

vi ding thdc nucleoside liu ddi c6 thd h y0'u td nguy co Th4n

trqng khi chl dinh thr6c ttflng tU nr.Gle6ide cho bEnh nhdn c6

cdc nguy cd gay benh gan. Tuy nhi€n, ciic trr.ring hop nay c0ng

oWc ghi nh4-n 6 uenn nhan khOng c6 nguy co'. Tam ngung diCu

tri Adefovir dipivoxil tren b€nh nhAn c6 ddu hi0u lAm sdng

hoac xdt nghi€m nhi6m toan lactic ho{c dlu hieu doc tinh gan

(bao g6m gan to va gan nhi6m mO)

6) Thin trgng khdc
-'Acid privalic li sln phA'm chtrydn h6a in vivo cta Adeiovir

dioivoxil thinh Adelovir. dloc bai ti€i qua than sau khi li€n hop

vtii carnitine tU do kong huyel thaoh. Do do, thAn trgng chl

dinh thu0c cho bQnh nnen Oa du-ot bi€l thidu neng carnitine

(bdm sinh). Kh0ng c6 d-u li0u chl dinh ddng thoi Adelovir

dipivoxil vi cdc thuot c6 thd lem giAm carnitine nhu acid

valproic ho{c c6c hop chlt khiic ph6ng thhh acid privalic tU

do. C6c nghi€n curr llm sing chl dinh 1Omg Adefovir dipivoxil

m6i ngiy trong di6u tri vi6m gan B man tinh, nh-ung thay d6i

mfc carnitine ir"ung tU nhau gi[a nh6m didu tri blng Adetovir

dipivoxil va nhom dung gii duoc. Do d6, khi didu tri Adelovir

dipivoxil, kh0ng cdn thi€i phli bd sung L-carnitrne thuong

xwEn hoec kidm tra mrlc carnitine huy€i thanh.
- kn0ng oung kei hop thuoc nay va tenolovir hoic c6c ch€

pndm i:6 ch0a tenofovir nhu ph0c hqp emtricitabine ve

tenofovir hotrc ph0c hop elavirenz, emtricitabine va tenorovir.

IPHU r{u C6 rtrru, PHU Nu CHo coN BUI
'l) PhU n[ mang thai
-'Trong cdc nohien crlu sinh sin, chr-ot cong drloc cho rdng

Adefovir dipivJxil lie'u 35 mgAg/ngiv (cao hdn 23 ldn li6u

khwdn ciio d ngrffi 10 mg/ngiy) hoac th6 vdi li6u 20

mg/t(g/ngiy (cao hon 40 ldn li6u khtiy€ n ciio d ngr$i 1 0

mg/ngay), khong ghi nhan doc tinh tren phoi thai hoic gay

qudi thai.
-'Khi Aderovir dipivoxil duoc ti0m vdo tinh mach chtOt cdng

mang thai voi li6u lt$ng gtry doc cho me (20 mgitg/ngdy, cao

hdn b8 lan so vdi li6u 6 ngudi), doc tinh cho phoi thai ve tl 16

di qt thai nhi Ung (phil nd toan than, phdn nho ra c[ra mit bi

k6o xuong, tho6t vi ron vi bi xoin du0i) dt-t-oc phat hien ftong
co tdc dUng phu nio l€n qua trinh phiit tridn duoc tim thay khi

Adefovir dipivoxil duoc ti€m tinh mach vOi li6u lwng 2.5

mgitg/ngiy ddi v6i chr-ot c0ng mang thai (cao hon 12 lan lidu

20-45

1 0-19

nhin mau

Dl.0c dong hoc cira Adefovir dipivoxil chua duoc dinh gii 6

bgnh nhln khOng thdm phAn mdu c6 he s0 thanh thii creatinin

dr.6i 10 ml/phut Vi thd chrra c6 li6u khuy6n ding cho nh[ng

benh nhan nav.

rixdna ctri strxt
B0nh nhin quA mln vdi Adefovir dipivoxil ho{c bit k!'thinh
phdn nio cira thu0c.

rrHlil TRSllGI
1) Kh0ng ding thu0c qui li6u chl dinh

Zi SU trdm trang them bQnh vi6m gan di xly ra sau khi ngurlg

di6u tri bang Adelovir diPivoxil

- B0nh nnAn ngung didu tri thudc chdng viem gan B bao gdm

ci tfru6c Adelovir dipivoxil gep phAi mfic dQ vi€m gan tram

trqng hdn dd dtoc ghi nhan. Do d6, cin theo ddi ch4t ch6 dinh

ki chfc nlng gan trong s$i motthdi gian sau khi ngdng dung

Adetovir dipivoxil.
- C6c thit nghigm lim sang tren thuOc niy cho thiy, su trlm
tr9ng thom benh vi€m gan (ALT Utng gdp 10 ldn gioi han trdn

clra mric binh thu0ng) xly ra6250lo bQnh nhin sau khi ngung

di6u tri Adelovir dipivoxil. Hdu h01 trutng hOp nay xay ra trong

thdi gian 12 tudn sau khi ngrfig thdc.
- genfr nnan m{c binh gan ti€n tridn hoac xo gan n€n duoc

theo d6i chat chg trong thdi gian ddu didu tri.
- 6 oenn nhln nhiEm iltv, viec xty ra nhi6m toan lactic (mat

oxv tiono miiu), c6 th€'gay tir vong, thrjdng lion qun den

ctriing gin to [oac gan nhi6m mG mtc d0 nang de duoc ghi

nh4n khi phdi hqp v6i cic thuoc ttJdng tu 0ucleoside. Ngung

Oidu trl ifruOc trrong tU nrrcleoside khi nh-an th{y qtlc
aminotranslerase tlng nhanh, gan to tien tri€'n hoic nhi6m

toan lactrc chuydn h6a kh6ng rO nguyen nhen. Theo d6i than

trQng khi dung thuoc tttdng tU nucleoside cho b€nh nhin bi gan

to ho{c cAc yel tO nguy co khac gay benh gan, dac biet 6 phu

n0 b6o phi

3) 00c tinh tr€n than
- Trong khi nguycdsuythin 6 bgnh nhan co chub nang than

binh th-rto'ng tit-rrap, ttrl diy lai li di6u d4c biet quan trong 6

Khotrng cAch li6u

(sid)
Li€u khuydn nghi

(ms)

10 M6i 24 gid

10 M6i 48 gio

M6i 72 sid10

10 ttlt 7 ngit, sau h&n phen

.ndfr,. *.,r,r' / ;-

' tl '+'.

w

https://trungtamthuoc.com/



d ns$i).
- Kh0n0 c6 nghiofl clu dey d[ va kidm soit neo dwc thrJc hian
trtn phu nii c6 thai Do nghion ci,u doc thh sinh san tran dong
vat thdng kh0n0 dU dodn dLoc tr€n ngudi, thu& ney chl drfc
sr, dung khi loi lch di6u tri vLUt troi nguy cd dtii vdi phdi tiai
(hong cd nghion ctu tlao tr6n phq 0 cd thai vA kh0ng c6 di
liou nao vd anh hd,U clla Adefo,/ir dipivoxil l6n s( lay truydn
HBV ti ma sano con. u vay, n6n ching flgia cho tr6 sd sinh
dd trani su lay truy€o cta HBV.

Phu nB tron0 d6 trdi sinh n0: do nh0n0 nguy cd c6 thd xey ra

do-i vdi sU phat tridn cia bio tiaj la kh6no bi6t d$c, v] viy
nh-ung pi{ ni trong dO tudi sinh 00 me sU dung thrdc ney oen

st dtn0 cdc bi€n phap trrnh thai hiqu qd.
2) Phu n0 cho cofl bi
Khong bi6t Ia Adelovir dipivoxil c6 dloc bei tigt veo trong s[a
me hay kh0n0. Nolni me dl{c khuydn ceo la kh0ng n00 cho
con bri ndu dan0 sil dung ttru& nay

mjdnG rAc rfludct
1) Do Adelo,/ir dipivoxil drJoc th,i tri E then, s& dung ddno thdi
vdi cic thu& lam giem chrc n{ng th4n ho{c cec thdc c?nh

ranh bai tdt chi doog qua 6n0 fian c6 tid Bm tano n60g d0

kong huyo't thanh cia Adsio,ir dipivoxil ho{c cac th(ic cilno
si, duflg.
2) Xh0ng c6 nghi0n cfu vd Anh hljng len chrh neng than khi

dlng Adefo,ir dipivoxil c0ng v6i crc tiu& dwc bai ti6t qlE

than hoec nh-ung thudc &tc bidt la lnh hLdng l6n ch(c ntrn!

than, flooai trl lamivudine, trimethoprim / sulfamethoxamle,

acetamrnoPhen, ib$rofe{l
3) Adelo/rr drpivox,l khono lan fiay ddi dwc dong hac cta
trimethoprimAdfamethoxazole, acltaminophen, ibQrofen ve

lamivudine.

4) Eeni nhan nan dwc kidm soat chAt chE cac Uc dun0 0Ooai

y khi dri0g Ade,or/ir dipivoril cino v6i cec thudc khec duoc bai

ti6t qla tha0 hoac nhtno thudc dwc bi6t erh hdng ddn chirc

neno than
5) Nhln chung, Adelo/ir khong ric chd enzyme CYP450. Tuy

nhi€n, khe n{no Ade,ovir cAm ring enryme CYP450 hay khong

ven chrh dwc bidt

tTic oUilG xcoAr ft
1) Lgddi l0r Y, tfrh gan cio bi
TAc dung ngoqi i dwc ghi nhan I2 n0hian ctu mi doi dwc
idn henh 48 tu{o tren 522 b-€nh nhan viem oafl B man tlnh

va b6nh gan cdfl br), trong d6 294 bqnh nhen udnq Adelo,/ir

dipivoxrl lomo va 288 benh nhan udng oia dloc.

Vdi vdc k6o dar thdr oran didu trr thdm 48 tuen nia, 492 b€nh

nhan d$dc didu tri beng 10mg Adelwir dipivoxil ddn 92 tdfl,
thdi oian didu tri trung blnh la 48 tdn
PhAn rns nooai y liet k€ dtl6i dey durc car nhrc h c6 kha

neno li€n quan ddn viqc didu lrr trono 48 tdn deu. phan loai

theo h€ c0 quan va d0 sur't xudt hign. Ten sudt dl{c xec dlnh

la .{t phd bidn (>1n0) hoic th'ing grp (>1/100 v, <lno).
Ten surt ghen l1ng phu E nhu nhau 6 nhim dtng Adelovir

dipivoxil 1omg va nh6m Placebo.

Rdi l0lo i0 tiau t6a
Thdn0 gip: dau bung, bu6n non, tieu chAy, kh6 tieu.

Rdi l@r lotn ttlr v, hl dri
Rdr phd bidnr suy nhwc.
Bdl lq?n hq $ln kirlt
ThLtro g,p dau dau.

d nhino ngnron cuu nay da quan srt th{y nh0n0 Ml thlDro

vd x6t nghr6m xuai hfn vd t{n xu{t ttIng tu grda nh6m din0

Ade'lo,iir dipivoxil 1omg va nh6m plac€bo. Tuy 0hi6n, Eng men

0an, xurt hrln thdng xuyan hdn t nh6m dung placebo

Khr di6u tfl k6o dii, de oep Eng nhe va via creatnine tlong

hwdt thanh E 2 trong sd 429 (<1%) banh nhan vram gafl B

m;n tlnh vA blnh gan cdn bu dLuc diCu tr blno Adelo'/ir

dipivoxillrung blnh trong 49 tldn va tdi da le 109 turn

2lBlrh !a0 t, th,[o Lamiudire tn dc Y, $u mi gi6p gar.

Trono mbt nhi.n crlu md, nhing blnh nhan &.dc khi 0h6p gan

{n=128r ve sau khr ohdD oan (fl=196) vd vi€m gan I m?n tlnh

va HBV dC khang Lamivudi0e da dwc ddu tri ben0 Adelovir

diDrvoxil mot ldr/ngdy trono 129 ndn v6r thdr grafl drdu t

truno binh trrmo rrng la 19 ve 56 tdn. Nhilng phan t,ng phu

dw; cho le ft kiA nlng rdt ni6n nhat hen quan ddn didu tri

ta:

ndi loan liou [6.
Thlnng orp: dau bung, budn non. t0u chey, kh6 tr6u.

Rdi loro toir lie[ Ya Ei cti
Brt phd bidn: suy nhi-irc.

Bdi loen h0 ftCn
ThLdno 0Ap: dau

Rdi lo0r th?n I.
Rdt phd bi6n: unq c
Thdn! gap: Mt thdng an
0e quan s{t th{y thai ddi thanh I 41 troo!
tdng s6 324 (13%) banh nhan. Nhiing thay ddi nay Orfc glp
0 nhoflo b!nh nhan c6 nhi6u nguy cd thay ddi ch0c nang than,
bao 06m tflIin0 hop si duog ddru thdi vdi cyclosporin va

tacrolimE, va thudno 6 mtu d0 nhe va vrla, mAc di cd vei
trudng hop dugc b6o cdo sty thAn. Mot phen klm (3 trong
tdng sli 324) benh ohan trL,6c va sau khi 0h6p oan da ngung

dtrng Adeto,ir dipivoxil do nh0ng bidu hien v6 then.
'fh6og beo cho bec si nhlng tec dung phu gAp phei khi
dtnq thuAc

IOUA LIEUI
1) 3! dung adefo,ir dipivoxil 250 m0 va 500 mg, cao hdr
25-50 len s0 vdi li6u lwng dwc khuydn clo cho djdu tri HBV,

m6i ngay 1 6n cio benh nhan dlnng tlnh v6i HIV tron0 14

ngey cho th{y c6 phan rrn0 phq trtn dlldn0 t€u h6a m c d0

nhe ddn vra.
2) Khixey ra qG ladu, n€nh nhen phei dwc theo d6i d{u hieu

nhilm doc va ep duno cec bian ph6p dadu tri h6 tro ndu dn.
C6 thd loai trir Adelovir blno thdm phrn meu: thanh thAi

Adelo/rr benq lhdm phan meu didu chlnh thd trQng trung bi0h

la lo4muphrn chtE nghi0n cuu sU ther tri, Adelo,ir beng thrn
phan man0 bun0

tTlc DUxc dA rBudc rnEx xHi tltlc tll xE vA Yix
HlirH lilY nocl
Ki6n0 c6 n0hian cfu nao v{ tec donq clta tidic kon khl ning
l6i xr va van hanh may mdc dl0c thrJc hi€n Tuy nhian, dtla

vio dAc tlnh duoc luc, th$c th0n0 c6 Aflh hL6n0 tron thA

ntrng lei xe va van hanh mly m6c.

tolc riLH D$c Luc Hoct
Adelo,ir dipivoxil le tidfl ch{t d?no Ldng cia adelolr, mot chft
tlnng tu acychc cleolrde phGphonate cta adenGine

monoDhosohate chai dugc van chuyCn vdo td bao, Er d6 no

dt$c cec men bi6n ddr thanh adetovrr drph06phate ic chd

polymerase c&a vinls blng cech ca0h tranh lien kdt truc tidp

v6i cha't n€n tU nhi0n ld€oxyadenosioe triphosphate) va sau d6

sat nhap vao DNA cira virus gay kgt thic chu6i Dl'lA Adelo/rr

diphGphate i,c chd chon lQc pdymerase DNA cta HBV

rolc rixH owc 00ilG1
Hdp ltu: Sinh khe dung dudng dno xdp xl 59%. N6n0 d0 dlnh

adofo/ir lrono huy6t thanh ( Cmax ) h 18,4 r 6.26 ng/mL

(trun! blnh 1SD)xAy ra tir 0,58 vd 4,00 gid { truno blnh-= 1,75

iio) ii6u tiap theo. N6ng d0 dl6i ddng cono trong huydt thanh

cira adelo/,r ( AUC) la 220 I 70 0n0 0rd/mL
Pirn id: T.ong thil nohrem ln vitro. dd gln kdt ctra Adelo,/ir

va probin trong huydt thanh hoic kong huydt tlEnq nglii ,
4%, ndng dO Aielo!,ir khoeng 0,1' 25 ug/mL. Thd tich phan bd

6 t)nh trans dn dinh sau khi tiem flnh mach 1,0 holc 3'0

\

mg/tg/ngay Hn llft 392 t 75 vi 325 ! I mLiko

Chuyd[ nod vi thii td: Sau khi L{ino thutfc. Adelo/ir drprvoxil

nhanh ch6no chwdn hoA thanh Ade,o,ir. 45% hdu dtno dlsc

i6i phuc dr.di d4ng adelo,rir trong dl.dng tiCu sau 24 gid

:.i
rzl ,tq

Adefo,/ir dluc deo thei qu thrn.

tooilG G6u 30 vi6n / chai i hop

tBlo qiiilt
Bao quen trono bao bl kin 6 rhiqt d0 dud 3OC

IH4X 0DXGt
24 thanq kd- tL, ngay srn xua't

[tEu cHuiill Tiou chdn nha san xdlt

"Tr,oh Is tCm tay tr6 rm
Ooc Il h(drg dl[ ri d{n! rlltc Hri diltlg

Thudc nay chi dilo thto r{ tt idn c1l. b,r if

06
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