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HUONG DAN SU DUNG THUOC

Tén thube
TENOFOVIR

Thube nay chi dung theo don thue

Joc ky hudng din trude khi ding

Pé xa tim tay tré em

Thong bdo ngay cho béc sy hofic dwge sy nhirng tiac dung khéng mong muén gap phai khi st
dung thubc

Thanh phan ciu tao:

M3i vién chira

Thanh phan dugc chét: Tenofovir disoproxil fumarat 300 mg /&/

Thanh phan ta duoc: Lactose monohydrat, natri croscarmellose, microcrystalline/ cellulose, PVP

K30, Poloxamer 407, crospovidon, aerosil, magnesi stearat, v nang cing sb6 0 vira du 1 vien. "
Dang bao ché: Vién nang cing
M ta dang bao ché: Vién nang ctmg sb 0, mot diu mau d6, mot diu mau vang.
Chi dinh

Diéu tri nhiém viém gan B

Chi dinh diéu tri viém gan B man tinh véi:

- Bénh gan ¢6 chirc ndng gan con bu, ¢6 chimg ct virut tich cyc nhan 1én, ting ALT kéo dai va bing
chitng m6 hoc ctia viém gan hoat dong va hodc/xo hoa.

- Bing chimg virut viém gan B khang lamivudin.

- Bénh gan véi chic ning gan mét bu.

Tenofovir disoproxil fumarat duge chi dinh diéu tri viém gan B man tinh & tré em tir 12 dén 18 tudi
VOl

- Bénh gan ¢6 chirc niing gan con bu, ¢ ching cir hoat dong nhan 1én cta virut, lién tuc tang ALT .
va béng chimg md hoc ctia viém gan hoat dong va/hoiic xo hoa. \i
Diéu tri nhiém HIV-1
Chi dinh phdi hop v6i thube khang retrovirut khéc dé diéu tri nhidm HIV-1 & ngudi trudng thanh,

Tenofovir disoproxil fumarat cling dugc chi dinh didu tri nhim HIV-1 & tré em tir 12 — 18 tudi trong

trudng hop khang thube te ché enzym sao chép nguge nucleotid hoic loai trir phéc db diéu tri ban

dau do doc tinh.

Su lua chon tenofovir disoproxil fumarat dé didu trj nhidm HIV & bénh nhan da diéu tri khang
retrovirut nén dua trén xét nghiém khang virut ca nhan va lich sir diéu trj cta bénh nhan.

Lidu dung va cich ding

Diéu tri nén duoc bit ddu bai bac s§ ¢4 kinh nghiém trong quan ly nhiém HIV vd/hoic diéu tri viém

gan B man tinh.



https://nhathuocngocanh.com

Cich diing

- Thube nén duogc udng cling vé6i bita an.

- Quén udng thude: Néu bénh nhén quén udng thube trong vong 12 gi¢ so voi thoi gian thuong
xuyén str dung thi nén ubng cang sém cang tdt cling véi thirc an va tiép tuc lich ubng thudc binh
thuomg. Néu da quén qué 12 gid va da gn thoi gian udng lidu tiép theo thi khéng nén ubng lidu da
quén va chi cin tiép tuc lich trinh uéng thude thdng thudng.

- Néu bénh nhan bi n6n trong vong 1 gi¢r sau khi dung thudc thi cin ubng mot vién khic thay thé.
Néu bi nén sau khi ubng thude qué 1 gi¢ thi khong can phai udng lidu thay thé.

Liéu lwgng:

Ngueoi l6m:

Lieu khuyén co dé diéu trj HIV hoic didu trj viem gan B man tinh 1a mét vién/ngay (300 mg
tenofovir disoproxil fumarat), ubng cung voi bita an.

Trudng hop viém gan B man tinh: hién nay chua rg liéu trinh diéu tri t5i wu, ¢6 thé xem xét ngung
thude khi:

-0 nhiing nguoi bénh nhan dwong tinh véi AgHBe, khong so gan: Piéu tri it nhit 6-12 thang sau khi
xdc dinh c6 huyét thanh chuyén dbi Hbe (AgHbe (-), khong phét hién dwoc ADN ciia virut viém gan
B va ¢4 khang —Hbe) hogc t6i khi 6 huyét thanh chuyén déi HBs hogc khi thdy thubc mét tac dung.
Ti 18 ALT huyét thanh va ADN virut viém gan B phai dugc kiém tra déu dén sau khi ngung diéu tri
dé phat hién bét ctr mot tai phat nao mudn.

- O nguoi bénh 4m tinh véi AgHBe, khong so gan: Piéu tri kéo dai cho dén khi c6 huyét thanh
chuyén ddi HBs hodc khi thdy thudc mét tac dung. Trong truong hop diéu tri kéo dai trén 2 nam nén
duoc ddnh gid déu din dé danh gid xem theo dudi didu tri nhu vady ¢6 pht hop v6i ngudi bénh
khong.

Tré em

HIV-1: Tré vi thanh nién tir 12 dén <18 tudi va can ning >35 kg, lidu khuyén céo la mot vién/ngay
(300 mg tenofovir disoproxil fumarat), udng cung véi bita dn.

Viém gan B: Tré vi thanh nién tir 12 dén <18 tudi va can ning >35 kg, lidu khuyén céo 13 mot
vién/ngay (300 mg tenofovir disoproxil fumarat), uéng cung vdi bita an. Hién nay chua 6 thoi gian
diéu tri t6i wu.

Cdc nhém bénh nhdn dic biét

Ngroi cao tubi: Khong c6 dit licu dé khuyén cdo lidu sir dung cho bénh nhan trén 65 tudi.

Bénh nhan suy thin: Tenofovir duge thai tru bing cach bai tiét qua than va tiép xtic véi tenofovir
tang & bénh nhén c6 rdi loan chirc nang than.

- Nguoi 16n suy than:

Cé it dit lidu vé tinh an toan va hiéu qua cua tenofovir disoproxil fumarat & nhiing bénh nhén truéng
thanh b suy than vira va ning (d6 thanh thai creatinin<50 ml/phut) va di liéu an toan lau dai chua
dugc dénh gid cho bénh nhén suy than nhe (d6 thanh thai creatinin tir 50-80 ml/phtit). Do d6 & bénh
nhén nguoi 16n bi suy than chi nén st dung tenofovir disoproxil fumarat néu cac loi ich tiém nang

o
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cta viée diéu tri duge coi la 16n nhimg rti ro tiém 4n. C6 thé st dung tenofovir disoproxil dang ¢ém
voi ham lugng tenofovir disoproxil (dang fumarat) 1a 33 mg/gam dé diéu chinh giam liéu ¢ bénh
nhan ¢6 dg thanh thai creatinin < 50 ml/phut.

Trong tr Lrong hop khong thé sir dung thudc hat cua tenofovir disoproxil fumarat va khong c6 diéu tri
thay thé ¢6 sfn, c6 thé kéo dai khoang thoi gian dung lidu tenofovir disoproxil fumarat 300 mg.

Suy thdn nhe (CICr tir 50-80 mi/phiit)

Dua vao dir liéu han ché trén 1am sang, dung lidu mot vién/ngay & bénh nhan suy than nhe.

Suy thén viea (CICr tir 30-49 ml/phiit) Pﬂ/
Trong trudng hop khong 6 phuong 4n thay thé. C6 thé kéo dai khoang thoi gian str dung liéu 1 vién
tenofovir disoproxil fumarat 300 mg. Cé thé dung liéu 1 vién tenofovir disoproxil fumarat 300 mg
moi 48 giv dua trén m6 hinh dir liéu duge dong hoc liéu duy nhét trong cac dbi twong am tinh véi
HIV va khong nhiém viém gan B nhung bi suy thén voi cac mirc dd khéc nhau, trong d6 céc ca bénh
nhin mic bénh than giai doan cudi cin phai loc mau, nhung chwa dugc x4c nhén trén nghién ciu
lam sang.

Suy than ning (CICr <30 ml/phiit) vé bénh nhan chay thdn nhan tao

Trong truong hop khdéng ¢6 phuong 4n thay thé. Khoang thoi gian st dung liéu 1 vién tenofovir
disoproxil fumarat 300 mg nhu sau:

Suy thdn nang (CICr <30 ml/phiit): Ding lidu 1 vién sau m&i 72-96 gi¢r (lidu 2 1An/tuin).

Bénh nhan chay thin nhén tao: C6 thé ding 1 vién/tudn, sau khi hoan thanh phién chay thdn nhan
tao.

Nhiing diéu chinh khoang thoi gian gifta 2 liéu chua duoc xac nhén trong céc nghién ctru 1dm sang.
Céac mé phong cho thdy cach kéo dai khoang céc lidu tenofovir disoproxil fumarat 300 mg khong
phai 1a t6i uu va c6 thé dan t&i tang doc tinh va phan ting c6 thé ki hong day da. Do do dap Ung lam
sang va chirc nang thén nén dugc theo ddi chit che.

Bénh nhén ¢6 CICr <10 ml/phut va khong chay thin nhan tao: Khéng khuyén cdo str dung tenofovir
disoproxil fumarat.

- Bénh nhi suy than: Khong khuyén cdo st dung tenofovir disoproxil fumarat & nhitng bénh nhi suy
than.

Bénh nhan suy gan:

Khéng can diéu chinh lidu & bénh nhan suy gan.

Néu ngimg st dung tenofovir d1sopr0‘<11 fumarat & bénh nhan viém gan B man tinh c¢6 hodc khong
cod dong nhiém HIV, bénh nhan can duoc theo dai chét ché bang chung ctia cac dot cdp viém gan.
Chéng chi dinh

Qud man v6i hoat chit hodc bét thanh phﬁn t4 duge nao cia thude.

Ciinh bdo diic biét va thiin trong diic biét khi siy dung thudc.

Canh bédo chung:

Xét nghiém khang thé HIV nén duoc dé nghj cho tit ca cac bénh nhan bi nhiém viém gan B trudc
khi diéu tri bing tenofovir disoproxil fumarat.
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HIV-1: Mic du anh hudng cua su te ché virut véi thube khéng virut da dugce chimg minh lam ¢ giam
déng ké nguy co lay nhiém bénh qua duong tinh dyc tuy nhién khong loai bd hoan toan nguy co lay
nhiém. Do d6 van phai st dung cdc bién phép phong ngira.

Viem gan B man tinh: Bénh nhan cin duge thong béo rang tenofovir disoproxil fumarat chua duoc
chimg minh ¢6 khé ning ngin chin nguy co lay truyén HBV sang nguoi khic qua dudng tinh duc
hay dudng mau. Can phai tiép tuc sir dung cdc bién phap phong ngira 1y nhiém.

Str dung ddne thoi véi cac thudc khéc:

Khong str dung dong thoi véi cée thude khic b chtra tenofovir disoproxil fumarat hogic tenofovir

alafenamid
Khéng dugc st dyng dong thoi véi adefovir. /’y
St dung ddng thoi tenofovir disoproxil fumarat véi didanosin khong dugc khuyén' cdo. St dung

dong thoi tenofovir disoproxil fumarat va didanosin cho két qua lam ting tiép xtc cua didanosin 1én
40-60% va lam tdng nguy co tac dung phu lién quan dén didanosin. D4 c6 bdo cdo vé cic phan g
phu hiém ¢ gip nhu viém tuy, nhiém toan do acid lactic, d6i khi gy tir vong. Su dung déng thoi
tenofovir disoproxil fumarat va didanosin & liéu 400 mg mdi ngdy c6 lién quan dén sy giam dang ké
s6 lugng té bao CD4, c6 thé do su twong tac ndi bao tang phosphoryl héa (hoat héa) didanosin. B3
c6 bdo cdo vé ti 1é thét bai cao khi giam lidu 250 mg didanosin va phdi hop véi tenofovir disoproxil
fumarat trong mot sd thi nghiém két hop dé diéu tri HIV-1.

Ligu phép diéu tri 3 thuéc nucleosides/nucleotides

Da c6 bdo céo vé ti 1& cao thét bai trong diéu trj va xuét hién khang thudc & giai doan sém & bénh
nhan HIV khi tenofovir disoproxil fumarat duoc két hop voi lamivudin va abacavir ciing nhu véi
lamivudin va didanosin v&i ché d6 1 14n 1 ngay.

Anh huén g trén than va xuong & ngudi trudng thanh

Anh hwong trén than

Tenofovir chil yéu dao thai qua than. Suy thén, suy than cdp, creatinin tang cao, giam phosphat
huyét, cac bénh trén éng luon gin (bao gdm ca hdi ching Fanconi) dd dugc béo cdo khi st dung
tenofovir disoproxil fumarat trén lam sang.

Theo déi chite néing than.

Khuyén céo phai tinh d thanh thdi creatinin trén tit c4 cdc bénh nhan trude khi didu tri bang
tenofovir disoproxil fumarat va phai theo d&i chic nang than (d thanh thai creatinin, photphat huyét
thanl 1) sau 2-4 tudn didu tri, sau 3 3 théng diéu tri va mdi 3-6 thdng sau d6 ¢ nhitng bénh nhan khong
c6 yéu t6 nguy co trén than. Nhiing bénh nhén ¢é nguy co suy than, cén thiét phai giam st chuc
nang than thudng xuyén hon.

Ddnh gia chire néing than

Néu phosphat huyét thanh <1,5 mg/dl (O 48mmol/l) hodc thanh thai creatinin giam xudng dudi 50
ml/phut & bit ky bénh nhan ngum Ién udng tenofovir disoproxil fumarat, chitrc nang than nén duogc
danh gid lai trong vong 1 tuén bao gbm do ndng do glucose trong mau, kali trong mau va néng do
glucose trong nuée tiéu. Ciing nén xem xét didu tri gidn doan tenofovir disoproxil fumarat & nhiing
bénh nhén nguoi Ién ¢6 do thanh thai creatinin giam xudng dudi 50 ml/phit hodc giam photphat
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huyét thanh xuéng dudi 1,0 mg/dl (0,32 mmol/l). Pidu tri gidn doan tenofovir disoproxil fumarat
ciing nén dugc xem xét trong nhiing truong hop suy giam chirc nang than va khong ¢ nguyén nhan
nao khéac duoce xdc dinh.

Str dung dong thoi cdc thude va nguy co nhiém déc thén.

Nén tranh st dung dong thoi tenofovir disoproxil fumarat véi mét thude c6 kha ndng gdy doc cho
thdn (vi du aminoglycosid, amphotericin B, foscarnet, ganciclovir, pentamidine, vancomycin,
cidofovir hodc interleukin-2). Néu khong tranh dugc phai s dung ddng thoi tenofovir disoproxil
fumarat voi tic nhan gdy doc cho thén thi nén theo ddi chitc ning than hang tuan.

ba c6 bédo cao vé céc truong hop suy than cdp sau khi bit ddu dung lidu cao hoic dung nhiéu thudc
chéng viém NSAID & nhitng bénh nhén diéu trj bang tenofovir disoproxil fumarat kém theo cac
nguy co rdi loan chire ning than. Néu st dung tenofovir disoproxil fumarat phéi hop véi NSAID,

chitc nding than nén duge theo ddi day du. g\y

M0t nguy co suy than khac da duoc bdo céo & nhiing bénh nhan st dung tenofovir disoproxil
fumarat két hop v&i ritonavir hoiic cobicistat dé tdng cuong chét (e ché protease. Can thiét phai giam
sat chdt ch& chirc ning than & nhiing bénh nhén nay. O nhitng bénh nhan ¢6 nguy co suy thén, phai
danh gia cin than viéc sir dung ddng thoi tenofovir disoproxil fumarat v&i thude 1am tdng cudng chit
tre ché protease.

Tenofovir disoproxil fumarat chua duoc danh gid lam sang trén bénh nhan su dung cdc san pham
thude cung duong thai trir trén than, bao gdm céc protein van chuyén 14 cac chét mang anion hitu co
(hOAT) 1 va 3 hoiic MRP 4 (vi du cidofovir, dugc bién dén nhu mot san phém gdy doc trén than).
Céc protein van chuyén c6 thé chiu trach nhiém tiét & éng than, gitp than thai trir tenofovir va
cidofovir. Do d6 duoc dong hoc cua céc san pham thudc cung dudng thai trr trén than véi céc
protein vin chuyén 1a hOAT va 3 hodic MRP 4 ¢ thé bj thay déi néu chiing dugc str dung phbi hop.
Trur khi thue su can thiét, khong nén sir dung dé)ng thoi céc thude co cung duong théi trir trén than,
nhung néu bit bude phéi st dung ddng thoi, phai theo ddi chiic nang than hang tuén.

Suy than

Dit liéu an toan trén than cua tenofovir disoproxil fumarat v4i bénh nhan trudng thanh ¢6 chirc ning
than suy gidm (dd thanh thai creatinin<80ml/phut) duge nghién ctru & muc do rat han ché.

Bénh nhan trieong thanh c6 dg thanh thai creatinin < 50 ml/phiit, bao gbm bénh nhdn chay than
nhan tao.

C6 {t dit ligu v& tinh an toan va hi€u qua ctia tenofovir disoproxil fumarat & bénh nhan ¢ chirc ning
thdn suy giam. Do d6 chi nén sir dung tenofovir disoproxil fumarat néu loi ich tiém ndng cua viéc
diéu trj 1én hon nhitng rii ro tiém an. O nhiing b¢nh nhén suy than niing (d6 thanh thai creatinin < 30
ml/phut) va & nhitng bénh nhan chay than nhan tao khong khuyén cdo sir dung tenofovir disoproxil
fumarat. Néu khong ¢6 sén didu tri thay thé, phai diéu chinh thoi gian gifta 2 liéu va phai theo dgi
chat ch& chirc ning than.

Anh huong trén xuong.

o} nhiimg bénh nhén bi nhiém HIV, trong 144 tuin nghi€n ctu ldm sang, so sénh sir dung tenofovir

disoproxil fumarat véi stavudin két hop cung lamivudin va efavirenz & bénh nhan truong thanh diéu
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tri HIV lan diy quan st thdy c6 su giam nhe mat do xuong (BMD) ctia xuong hoéng va dui ¢ ¢a 2
nhom diéu tri. Sur giam mat dd xuong cua cot Séng va nhiing thay déi trong d4u 4n sinh hoc xuong
tr dudng co s 1 cao hon déng ké & nhém didy tri bing tenofovir disoproxil fumarat trong 144 tudn.
Giam mat d xuong héng 1én hon déng ké & nhém nay trong 96 tudn. Tuy nhién, khéng c6 gia tang
nguy co giy xuong hay b?mg chimg lam sang lién quan dén nhiing bt thudng cta xuong trong 144
tuan.

Trong céc nghién ciy khac, mure giam mat d§ xuong 6 rét nhat duoc nhin théy ¢ nhiing bénh nhan
duoc diéu trj bang tenofovir disoproxil fumarat nhu 13 mot phan cla phéc dd ¢6 chira mot chét lam
tang cudng tc ché protease. Can xem xét thay thé phac dd didu tri nay & nhiing bénh nhan lodng
XUOng ma ¢ nguy co gly Xuong cao.

Céc bat thuong vé xuong cé thé lién quan véi nhiing bénh trén tiéy quan 6ng luon gén.

Anh hudng trén than va xuong & bénh nhi

Chua chéc chén vé nhimg anh huéng lau dai trén xuong va doc tinh trén than. Vi viy can duoc xem
Xét & nhiéu khia cach cho ting truong hop cu thé vé can can loi ich/nguy co cua didy tri, lya chon
viée gidm sat thich hop trong qua trinh didu tri va xem xét sy bd sung cén thiét.

Ank hudng 1rén thén. Q/

Phan g ¢6 hai wén tiéy quan dng luon gan & nhiing bénh nhi nhifm HIV-1 ti 2-12 tudi gin da
duoc béo céo trong nghién ctru 1am sang.

Theo doi chite nang than

Chtrc nang than (d thanh thai creatinin va phosphat huyét thanh) can duoc danh gia trude khi diéu
tri va theo d@i trong qua trinh diéu trj nhu & bénh nhén truéng thanh.

Ddnh gid chire ning than

Néu phosphat huyé( thanh <3,0 mg/dl (0,96 mmol/lit) & bat ky bénh nhi sir dung tenofovir disoproxil
fumarat, nén duoc danh gid lai chire niing than trong vong 1 tudn bao gdém do glucose m4u, kali mau
va ndng do glucose nuée tidu. Néu nghi ngd hodc phét hién bAt thuong & than cin tham khao y kién
cua bac sy chuyén khoa than dé xem xét ngimg diéu trj bang tenofovir disoproxil fumarat. Ngung
diéu trj bang tenofovir disoproxil fumarat cling nén duoc xem xét trong trudong hop gidm dan chie
nang than ma khong c6 nguyén nhan nao khac duoc xac dinh.

Sir dung dong thoi cde thude va nguy co nhiém dge thén

Ap dung khuyén c4o trong tu nhu & bénh nhan trudng thanh.

Suy thdn

Khéng khuyén c4o sir dung tenofovir disoproxil fumarat & bénh nhi bi suy than. Khong nén bt dau
didu tri bing tenofovir disoproxil fumarat & bénh nhj suy thén va nén ngimng diéu tri & bénh nhi phat
trién suy thén khi diéu trj béng tenofovir disoproxil fumarat.

Anh huong trén xirong

Tenofovir disoproxil fumarat ¢ thé gy gidm mat do xuong. Hién chua 3 thay déi mét d¢ xuong do
tenofovir disoproxil fumarat ¢é anh huéng dén sy khoe manh lau dai cta xuong hay nguy co gay
Xuong trong truong lai.
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Néy nghi ngd hodce phét hién nhiing bit thuong vé Xuong & bénh nhén nhi khoa, cin tham khio y
kién cuia bac sy nodi tiét va hodc béc sy chuyén khoa than.

Bénh gan

Dir liéu v& an toan va hiéu qua rit han ché & bénh nhan ghép gan.

Co it dir liéu vé tinh an toan va hiéu qua cta tenofovir disoproxil fumarat & nhling bénh nhan bj
nhiém HBV véi bénh gan mat bu va nhitng ngudi ¢é chi sé Child-Pugh-Turcotte (CPT)>9. Nhimg
déi twong nay cé nguy co gip nhiing phan ting ¢6 hai nghiém trong & gan hoic thén cao hon. Do d¢
can theo doi chdt ché nhiing théng sb ctia gan va thin ¢ nhitng bénh nhan nay.

Cdc dot cdp viem gan B3

Bung phat trong qu4 trinh diéy tri: Cée dot tu phét trong viém gan B man tinh 1a tuong ddi phd bién
va duogc ddc trung boi su tang thoang qua ALT huyét thanh. Sau khj bit ddu diéu tri khang virut,
ALT huyét thanh ¢¢ thé ting & mot s6 bénh nhan. G nhiing bénh nhan ¢6 bénh gan con bu, sy ting
ALT huyét thanh thuong khong kém theo sw gia tdng ndng do bilirubin huyét thanh hodc gan mit
bu. Bénh nhan so gan ¢ nguy co cao hon gan mit bu sau khi viém gan tram trong, do d6 can duoc

theo ddi chit che trong qué trinh diéu trj. \

Bung phat sau khi ngimg diéu tri: Céc dot viém gan cép tinh cling duge bdo céo & rﬂlﬁ'nﬁ\é{h nhéan

da ngimg diéu trj viem gan B. Céc dot cdp sau didu tri thuong két hop véi ADN ctia HBV tdng cao,

va da s 1 han ché. Tuy nhién, da c6 bao cdo vé cac dot cép ning, bao gbém ca tir vong. Chuc

nang gan nén duoc theo doi trong khodng thoi gian lap lai ca trén 1am sang va xét nghiém trong it

nhét 6 théng sau khi nging diéu tri viém gan B. C6 thé bit dau didu tri lai viém gan B néy thich hop.

O nhitng bénh nhan ¢6 bénh gan tién trién hodc xo gan, khéong khuyén cdo ngimg diéu trj vi sau doty
diéu trj ¢6 thé dan t6i gan mét bu,

Bung phat viém gan dic biét nghiém trong va doi khj gy tr vong & nhiing bénh nhan bi bénh ga.J
mat bu.

Déng nhiém viém gan C hodc D: Khong c6 dir ligu vé hiéu qua ctia tenofovir disoproxil fumarat &

nhimg bénh nhan déng nhidm virut viem gan C ho#c D.

Dong nhibm HIV-1 ve viém gan B: Do nguy co phat trién khang thubc cua virut HIV, tenofovir

disoproxil fumarat chi nén duoc sir dung nhu 14 1 phin két hop ctia phéc dd diéu tri khang virut trén

bénh nhan ddng nhiém HIV va HBV. Bénh nhén ¢6 1éi loan chirc ndng gan trude d6 bao gdm viém

gan man tinh dang hoat déng, c6 ting tan sudt cac bat thudng ctia chite nang gan khi két hop diéu trj

khéng virut can duoc gidm sat. Néu ¢6 bang ching bénh gan x4u di & nhiing bénh nhan nay, can

xem xét gidn doan hodc ngimg diéu tri. Tuy nhién cén lwu y su gia ting ALT c6 thé 1a mot phén cla

su thanh thai HBV trong qua trinh diéu trj,

Str dung cung véi thude khang virut viém gan C

Str dung dong thoi tenofovir disoproxil fumarat véi ledipasvir/sofosbuvir d3 duoc chirng minh la lam
tdng néng do tenofovir trong huyét twong, dac biét khi st dung cing v6i phéac dd didu tri HIV ¢6
chira tenofovir disoproxil fumarat va mot chét tang cuong duoc luc (ritonavir hodc cobicistat). Sy an
toan ctia tenofovir disoproxil fumarat khi st dung cling v6i ledipasvir/sofosbuvir va mot cht tang
cuong duoc luc chua duge thiét lp. Nhing rti ro tiém 4n va loi ich khi st dung dong thoi
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ledipasvir/sofosbuvir va tenofovir disoproxil fumarat két hop véi chat ting cuong thudc uc ché
protease HIV (vi du atazanavir hodc darunavir) can dugc xem xét, dic bi¢t & nhitng bénh nhan ¢

hguy co roi logan chiic ning than. Bénh nhén st dung dong thoi ledipasvir/sofosbuvir véi tenofovir

disoproxil fumarat va mot chét tang cudng thude tre ché protease HIV nén dugce theo ddi cac phan
tmg ¢6 hai lién quan dén tenofovir disoproxil fumarat.

rong luong va théne sb trao ddi chat

!

Su gia tdng trong lugng co thé va ndng do lipid mau, glucose mau c6 thé Xay ra trong qué trinh diéy
tri khéng virut. Nhiing thay ddi ndy c6 thé mot phin lién quan téi diéu trj bénh va phong cach séng.
Péi voi tang lipit mau, mot sb truong hop cé bing ching do anh huong cua viée diéu trj. Trong khi
téing cén thi khéng ¢ bang chimg lién quan 3 rét & bat ky diéu trj nao. Viéc gidm sat chi sé lipid va
glucose méu nén tham khao cac huéng dan vé didu trj HIV da duoc thiét 1ap. Réi loan lipid mau can
dugce quan ly mot céch thich hop trén 14m sang.

ROi loan chic nane cia tv lap thé khi tiép xue véi thude trong ttr cung

Céc thude ¢6 cAu tao tuong ty nucleotid ¢6 thé anh hudng dén chirc ning cla ty lap thé & muc do
khic nhau, r3 rét nhit véi stavudin, didanosin, zidovudin. P ¢ bio cio vé rbi loan chitc ning cia
ty lap thé & tré 4m tinh véi HIV tiép xtic v6i thude cdu trie nucleotid trong ttr cung va hoic ngay sau
khi sinh, chi yéu & nhiing phéc db diéu tri c6 chia zidovudin. Céc phan tng ¢6 hai chinh dwoc béo
cédo bao gbém rdi loan huyét hoc (thiéu méu, giam bach cdu) va cac rdj loan chuyén hoa (tdng lactat.
mdu nhiém ma). Nhiing réi loan ndy thuong la tam thoi. Réi loan thin kinh khoi phdt mudn duoc
bdo cdo la hiém €ap (tang truong luc co, co giat, hanh vi bét thuong), cho du vén chua xéc dinh
duge nhitng réi loan vé thin kinh 13 thodng qua hay 1a vinh vién. Cin xem xem ky ludng nhitng biéy
hién nay & nhitng tré em tiép xtic véi thube c6 chu tric nucleotit trong tir cung ma c6 nhitng triéu
chimg 1dm sang ning khong 18 nguyén nhan, dic biét la nhiing triéu chimg vé& than kinh. Nhiing biéu
hién nay khong anh huéng dén céc khuyén nghi hién tai vé sir dung liéu phép khéng retrovirut & phu
nir mang thai dé ngan ngua ldy nhiém HIV.

Hai ching ti kich hoat midn dich

O nhimg bénh nhan HIV bj suy gidm mién dich nang, tai thoi diém sur dung phac dd diéu tri khang
virut, phan tmg viém do cdc mim bénh co hoi con sét lai ¢6 thé gy ra céc triéu chimg lam sang
nghiém trong. Théng thuong, nhitng phan ting nay dugc quan sat trong vong vai tuan hodc thang dau
ti€n khi st dung phac dd két hop diéu tri khang virut, vi du lién quan c6 thé 1a viém vOng mac do
cytomegalovirus, nhiém mycobacteria cuc by hay téng quat, viém phdi do ndm Pneumocystis
Jirovecii. Bat ki triéu chimg viém nao cling cin dugce danh gid va tb chuc didu tri khi can thiét.

Réi loan tw mién dich (nhu bénh Graves) ciing duoc bdo cio vao thoi diém téi kich hoat mién dich.
Tuy nhién thoi diém khoi phét ¢ thé kha khéc nhau, va cé thé xdy ra nhiéu thang sau khi bét dau
diéu .

Hoai tir xuong

Mic du nguyén nhan do nhiédu yéu to (bao gbém sir dung corticosteroid, nghién ruou, suy giam mién
dich ning, ngudi ¢6 chi sé khéi co thé cao), cdc trudng hop hoai tir xuong da dugc bdo cdo, dac biét
la nhitng bénh nhan HIV da ti€p xtc lau dai véi phac dd két hop diéu tri khang virut. Bénh nhén can
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tham khéao tu van cta nhan vién y t& néu cam tha hdy dau nhie khép, cting khép hode khé khan trong
viée di chuyén.

Neudi cao tudi

Tenolovir disoproxil fumarat chua duge nghién cttu & bénh nhan trén 65 tudi. Ngudi cao tudi ¢é
nhiéu kha ning bi suy gidm chirc ning than, do dé nén than trong khi sir dung tenofovir disoproxil
fumarat ¢é diéu trj cho bénh nhan cao tubi.

St dung thube cho phu nira ¢6 thai va cho con ba. Anh huwéng ciia thube téi kha ning sinh san.

Thot kv mang thai

Co6 du dir li¢u & phy nir ¢6 thai cho thdy khong c6 di tat hodc ddc tinh v6i thai nhi/tré so sinh ¢6 lién
quan dén tenofovir disoproxil fumarat. Nghién ctru trén dong vét khong cho thdy doc tinh t6i qua
trinh sinh san. C6 thé xem xét sir dung tenofovir disoproxil fumarat trong qua trinh mang thai néu
thdy can thiét.

Phu nit dang cho con bt

Tenofovir da duoc chirg minh c6 thé bai tiét qua sita me. Hién chwa c6 du thong tin vé nhiing tac
ddng cua tenofovir dbi véi tré so sinh. Vi véy khong nén sir dung tenofovir disoproxil fumarat trong
thoi gian dang cho con bu.

Theo nguyén téc chung, khuyén cdo phu nit bi nhiém HIV va HBV khéng cho con ba dé tranh lay
nhiém HIV va HBV cho tré so sinh.

Kha nang sinh san

Dir liéu 1am sang vé tac dong cua tenofovir disoproxil fumarat t¢i kha nang sinh san & nguoi con han
ché. Cac nghién ctru trén dong vat khong cho thy téc hai cta tenofovir disoproxil fumarat t&i kha
ndng sinh san.

Tdc dong 1én khi n{mg lai xe va str dung mdy mée /\9/

Khong ¢ nghién ctru v& anh hucmg clia thude 1én kha nang lai xe va sir dung may‘méc. Tuy nhién
bénh nhan can duoce thong bao ring dd c6 bdo céo vé biéu hién chong mit trong qua trinh diéu tri
bang tenofovir disoproxil fumarat.

Twong cdc v6i cide thude khie, cce dang twong tac khac.

Nghién ctu twong téc thube maoi chi dugc thue hién trén ngudi trudng thanh.

Dua (rén cac két qua nghién ctu in vitro va nhiing hiéu biét v& con dudng dao thai tenofovir, kha
nang tuong tac qua trung gian CYP450 cta tenofovir véi cac thude khac 1a kha thp.

Khdng khuyén khich st dung done thoi:

Khong st dung ddng thoi véi cac thude khac cé chira tenofovir disoproxil fumarat hodc tenofovir
alafenamid.

Tenofovir disoproxil fumarat khong nén str dung dong thoi véi adefovir dipivoxil.

Didanosin

Khong khuyén nghj st dung ddng thoi tenofovir disoproxil fumarat va didanosin.

Cdc thudc thai trir qua thén.
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Tenofovir chii yéu duoe thai trir qua than. St dung ddng thoi tenofovir disoproxil fumarat véi cac
thude lam giam chire ning than hoic canh tranh tiét qua dng than thong qua céc protein van chuyén
hOAT 1. hOAT 3 hoic MRP 4 (vi du cidofovir) c¢6 thé 1am ting ndng do trong huyét thanh cua
tenofovir va/hodc céc thude cing phdi hop diéu tri.

Nén tranh str dung tenofovir disoproil fumarat gin hodc ddng thoi véi cée san phadm thude gay doc
cho than. Mdt sb vi du bao gdm nhung khong gidi han: aminoglycosid, amphotericin B, foscarnet,

ganciclovir, pentamidin, vancomycin, cidofovir hodc interleukin-2.

Mic du tacrolimus ¢é thé anh huong dén chirc ning than. Khuyén nghi gidm sat chit ché khi su

dung chung v¢i tenofovir disoproxil fumarat nhung khong giéi han.

Cac dang trong tac khice

(Ghi chti “b.i.d.” 1a hai lan mdi ngay, “q.d.” 1a mdt 1an m3i ngay).

Diing phéi hop véi thude tre ché enzym protease

Atazanavir/Ritonavir/Tenofovir disoproxil fumarat (300 mg q.d./100 mg q.d./300 mg q.d.): 1am giam

tiép xtic cha atazanavir, tang tiép xuc cha tenofovir, do d6 cé thé 1a tang tac dung phu lién quan dén

tenofovir bao gdém ca rdi loan chirc nang than. Cén theo ddi chit ché chirc ndng than. Khong co

khuyén nghi v& didu chinh liéu.

Lopinavir/Ritonavir/Tenofovir disoproxil fumarat (400 mg b.i.d./100 mg b.i.d./300 mg q.d.): Khdng

c6 anh hudng dang ké trén cic thong sb dugc dong hoe cta Lopinavir/Ritonavir, Tang tiép xuc cla

tenofovir, do dé c6 thé 1a tang tac dung phu lién quan dén tenofovir bao gbm ca réi loan chirc nang

thin. Can theo ddi chit ch& chirc ning than. Khong ¢6 khuyén nghi vé didu chinh lidu.

Darunavir/Ritonavir/Tenofovir disoproxil fumarat (300 mg/100 mg b.i.d./300 mg q.d.): Khong co

anh hudng déng ké trén cac thong s6 duge déng hoc ctia Darunavir. Tang tiép xuc ctia tenofovir, do

do ¢6 thé la tang tac dung phu lién quan dén tenofovir bao gdm ca rbi loan chirc ning than. Cin theo

ddi chit ché chire ning than. Khong 6 khuyén nghi vé diéu chinh liéu.

Phéi hop thudc khdng virut cdu triic nucleotid tic ché enzym sao md nguoc (NRTIs) khdc

Didanosin: Sir dung dong thoi tenofovir disoproxil fumarat véi didanosin cho két qua larh tang tiép

xtie cha didanosin 40-60%, do d6 lam ting nguy co xay ra phan tmg phu lién quan dén didanosin.

Hiém giip nhu viém tuy, nhiém toan do acid lactic, hodc tir vong da duoc béo cdo. St dung déng thoi

tenofovir disoproxil fumarat va didanosin lidu 400 mg/ngay c6 lién quan dén viéc giam dang ké sb

lugng 1é bao CD4, nguyén nhan ¢6 thé 1a do tuong tac ndi bao tang phosphoryl héa didanosin. Viée

giam liéu didanosin xudng 250 mg va phdi hop diéu tri v&i tenofovir disoproxil fumarat da c6 bao

céo vé ti 1& that bai cao trong mdt s thir nghiém két hop didu tri nhiém HIV-1. St dung déng thoi

tenofovir disoproxil fumarat va didanosin khéng duge khuyén nghi.

Adefovir: Tenofovir disoproxil khong nén st dung ddng thoi véi Adefovir dipivoxil.

Entecavir: Khong c6 dit liéu 1dm sang 16 rang vé twong tac duge dong hoc khi st dung tenofovir

disoproxil fumarat ddng thoi véi entecavir.

Ding phoi hop voi thude khdng virut viem gan C:

Ledipasvir/Sofosbuvir (90 mg/400 mg q.d.) + Atanazavir/Ritonavir (300 mg q.d./100 mg q.d.) +

Emtricitabin/Tenofovir disoproxil fumarat (200 mg/300 mg q.d.): Tang ndng d¢ tenofovir trong
10
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huvét twong khi st dung dong thoi tenofovir disoproxil fumarat, ledipasvir/sofosbuvir va
atanazavir/ritonavir c6 thé ting cac tac dung phu lién quan dén tenofovir disoproxil fumarat bao gdm
tdi loan chuc ndng than. Sy an toan cua tenofovir disoproxil fumarat khi dung chung voi
ledipasvir/sofosbuvir va mot chét ting cudng duge lue (vi du ritonavir hodc cobicistat) chua duge
thiét 1ap. C6 thé sir dung két hop mdt cach than trong véi su theo di thuong xuyén néu khéng co
san sy thay thé khac.

Ledipasvir/Sofosbuvir (90 mg/400 mg q.d.) + Darunavir/Ritonavir (800 mg q.d./100 mg q.d.) +
Emtricitabin/Tenofovir disoproxil fumarat (200 mg/300 mg q.d.): Tang ndng dé tenofovir trong
huyét twong khi st dung ddng thoi tenofovir disoproxil fumarat, ledipasvir/sofosbuvir vi
darunavir/ritonavir ¢é thé ting céc tac dung phu lién quan dén tenofovir disoproxil fumarat bao gbm
r6i loan chic nang thdn. Su an toan cua tenofovir disoproxil fumarat khi dung chung véi
ledipasvir/sofosbuvir va mot chét tang cuong dugc luc (vi du ritonavir hodc cobicistat) chua duoc
thiét lap. C6 thé su dung két hop mot cach thén trong véi su theo ddi thudng xuyén néu khong c6
sdn sy thay thé khéc.

Ledipasvir/Sofosbuvir (90 mg/400 mg q.d.) + Efavirenz/Emtricitabin/Tenofovir disoproxil fumarat
(600 mg/200 mg/300 mg q.d.): Khong c6 khuyén nghi diéu chinh liéu. Su tang tiép xtic cta tenofovir
c6 thé lam tang céc tac dung phu lién quan dén tenofovir disoproxil fumarat bao gdm rdi loan chirc
nang than. Can phai giam st chit ché chirc nang than.

Ledipasvir/Sofosbuvir (90 mg/400 mg q.d.) + Emtricitabin/Rilpivirin/Tenofovir disoproxil fumarat
(200 mg/25 mg/300 mg q.d.): Khéng ¢6 khuyén nghi diéu chinh lidu. Su tang tiép xuc cua tenofovir
c6 thé lam tang céc téc dung phu lién quan dén tenofovir disoproxil fumarat bao gdm 1di loan chue
ndang thiin. Can phai gidm sat chat ché chiic ning than.

Sofobuvir (400 mg q.d.) + Efavirenz/Emtricitabin/Tenofovir disoproxil fumarat (600 mg/200
mg/300 mg q.d.): Khong yéu ciu diéu chinh liéu.

Nghién ctru duoc tién hanh voi cde san pham thudc khac.

Khong ¢6 tuong tac duoce dong hoc ¢ y nghia trén 1dm sang khi st dung tenofovir disoproxil
fumarat 61611g thoi voi emtricitabin, lamivudin, indinavir, efavirenz, nelfinavir, saquinavir,
methandon. ribarivin, rifampicin, tacrolimus hodc cdc hoc moén tranh thai nhu norgestimat/ethinyl
estradiol.

Tenofovir disoproxil fumarat nén dugc stir dung dong thoi voi thie @n vi thie &n lam ting sinh kha
dung cla tenofovir.

Tic dung khong mong mudn

Tédm tat ho so an toan

HIV-1 va viém gan B: O nhiing bénh nhan ding tenofovir disoproxil fumarat, cac bién c¢b hiém gép
nhur suy thin, suy thdn cép, cac tac dung trén 611g luon gﬁn (bao gém hdi chitng Fanconi) d6i khi dan
dén nhirng bét thuong ctia xuong (it khi gop phan gay giy xuong) da duge béo cdo. Khuyén cdo theo
ddi chire ndng thin & nhirng bénh nhan dung tenofovir disoproxil fumarat.

HIV-1: Khoang mdt phan ba sb bénh nhén s& gip phdi cdc phan Umg phu sau khi diéu tri bing
tenofovir két hop voi cée thude khang retrovirut khéc. Nhitng phan ing phu trén dudng tiéu hoa tir
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nhe dén trung binh. Khoang 1% bénh nhan trudng thanh dung tenofovir disoproxil fumarat phai
ngimg didu tri do cdc phan trng phu trén dudng tiéu hoa.

Khong khuyén khich st dung ddng thoi tenofovir disoproxil fumarat véi didanosin vi ¢é thé lam
tdng nguy co gip phai phan tng phu. Pa c6 béo cdo vé céc phan tmg phu hiém gdp nhu viém tyy,
nhiém toan do acid lactic, déi khi gdy tir vong.

Viem gan B: Khodng mot phan tu sé bénh nhén s& gip phai céc tic dung phu sau khi diéu trj bang
tenofovir disoproxil fumarat, hdu hét cic phan tng dé déu nhe. Trong cac thir nghiém lam sang trén
bénh nhén nhiém viém gan B, phan Gng bit loi gap phai thudng xuyén nhét déi véi tenofovir

disoproxil fumarat 1a buén nén (5,4%). /\9/
Da co bdo cdo vé dot viem gan cap tinh & bénh nhan dang diéu tri va & ca bénh nhan da hgung diéu
tri viém gan B.

Bang tom téat cdc phan (rng bat loi (ADR) cta tenofovir disoproxil fumarat dua trén nghién cu lam

sing va qud trinh luu hanh thude trén thi trudng
(Phén logi tudn sudt ADR diege xdc dinh nhw sau: hay gap (ADR>1/10), thuong gap (1/100<
ADR<1/10), it géip (1/1000 < ADR <1/100) hodic hiém gdp (1/10000< ADR <1/1000))

Tén suat Phan ung bat lgi lién quan dén tenofovir disoproxil fumarat

Roi loan chuyén hoa va dinh dwdng

Hay gap Gidm phosphat huyét
LIt edp Ha kali mdu
‘l__ ’

Hiém gdp Toan lactic

Réi loan hé than kinh

Hay ¢ép Chong mat
Thuong gap bau dau

Roi loan tieu hoa

| Hay gap Tiéu chdy, ndn, budn ndn.
Thuong gap Dau bung, chudng bung, day hoi
Hiém gdp Viém tuy

Réi loan ¢ gan mdit

Thuong gép Tang transaminase
Hiém gép Gan nhiém m@, viém gan

L ROi loan ¢ da va cae mé dudi da

Hay gap Phét ban
Hiém géip Phu mach

Roi loan co xwong khdp va cdc mé lién két

| & - i A <
| It gap Tiéu co véan, suy nhuoc co bap
Hiém ga Mén xuong (biéu hién nhu dau xuong va khong thuomg xuyén gop phan
gap g c
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X

lam gdy xuong). bénh co

Rai loan thén va tiét licu

It gap Tang creatinin, cdc bénh trén ti€u quan ong lugn gan (bao gébm hoi chiing
| Fanconi)
Hiém gdp Suy thén cap tinh, suy thin, hoai tir 6ng thén cap, viém than (bao gom

viém than ké& cap tinh), dai thédo nhat do than

Roi logi chung

| Hay gép Chung suy nhugc
Thuong gap Mét mai
Hudng dian xu tri tde dung khong mong muon ﬁﬁ/

Khi ggp phdi mdt trong nhing tdc dung khong mong mubn trén, lién hé ngay véi bac sy dé iduoc tu
vén.

Quit lidu va xiv tri:

Néu phat hién ra viéc qua lidu, bénh nhén cin duge theo ddi céc phan tng bat loi ¢6 thé xay ra, diéu
tri triéu chirg néu can thiét.

X tri: Tenofovir co thé duoc loai bd bing thdm tach méu.

Duge lye hoe

Nhém duge ly: Thude khang retrovirut.

Ma ATC: JOSAF07

Co ché tac dong va tac dung dugc luc:

Tenofovir disoproxil fumarat 14 mudi fumarat ctia tién thudc tenofovir disoproxil. Tenofovir
disoproxil duoc hﬁp thu va chuyén héa thanh chét ¢é hoat tinh tenofovir, n6 twong tu nhu mot
nucleoside monophosphat (nucleotide). Sau do tenofovir duoc chuyén héa thanh chét ¢ hoat tinh la
tenofovir diphosphat. Tenofovir e ché enzym phién ma nguoc cta virut HIV-1 va emzym
polymerase ciia AND virut viém gan B, do tranh chdp véi co chit tu nhién deoxyribonucleotid va
sau khi gin vao AND s& chdm dut kéo dai thém chudi AND. Tenofovir diphosphat e ché yéu
enzym polymerase ctia té€ bao a, B, va y. O ndng d6 1én téi 300 pmol/l, cho thdy tenofovir khong co
anh huong dén sy tong hop ADN ti thé hodic san xut acid lactic trong cdc danh gi4 in vitro.

Dir lidu lién quan dén HIV

Hoart tinh khang HIV in vitro: Nong dd tenofovir dé uc ché 50% (ECsg) cac chung tu nhién trong

phong thi nghiém HIV-1y 1a 1-6 pumol/l trong cac té bao lympho va 1,1 pmol/l déi véi HIV-1 phén
nhom B dugc phan lap trong céc té bao méu don nhan ngoai vi (PBMCs). Tenofovir cling c6 hoat
tinh chéng lat HIV-1 phén nhém A, C, D, E, F, G, O va HIVg, trong té bao monocyte/dai thuc bao.
Tenofovir ciing ¢6 tac dung ddi véi HIV-2 in vitro véi nong do wre ché 50% 12 4,9 pmol/l trong céc té
bao MT-4.

Sir khdng thude: Ciing thiy cac ching HIV-1 giam nhay cam dbi véi tenofovir disoproxil fumarat ¢
mot sd bénh nhan trén 1am sang, cac ching nay déu cé dot bién K65R. Tenofovir disoproxil fumarat

~
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nén tranh st dung & bénh nhan c6 céc chung virut chia dot bién K65R. Ngoai ra, dot bién K70E
thay thé trén enzym sao mé ngugce ctua HIV-1 dugce thir véi tenofovir cho két qua giam nhay cam vai
tenofovir & mdre dd thip. |

Nghién ctru [dm sang nhimng bénh nhén ting diéu i trwde do, da s dung tenofovir disoproxil 243
mg (dang mubi fumarat) dé diéu ti cac chiing HIV-1 ¢6 kha ning khang lai céc tac nhan wc ché
nucleoside. Két qua nhiing bénh nhan c¢6 chung HIV-1 thé hién 3 hodc nhiéu hon do6t bién tuong tu
thymedine bao gém dot bién M41L hodc L210W trén enzyme sao ma nguoc cho thdy giam dap tng
v6i tenofovir disoproxil 245 mg (dang mudi fumarat) trong didu trj.

Di liéu lién quan dén HBV

Hoat tinh khang virut HBV in vitro: Trén in vitro hoat tinh khang virut HBV cua tenofovir dugc

danh gid trén dong té bao HepG2 2.2.15. Nong do tenofovir dé tic ché 50% virut (ECsg) trong
khodng 0,14 — 1,5 pmol/l, va ndng do gy doc S0% té bao (CCsg) ¢ gié tri > 100 umol/l.

Sw khéng thuée: Chua thiy c6 virut HBV ddt bién nao khang thudc tenofovir disoproxil fumarat.
Trong danh gia t& bao, cic ching HBV chira dot bién rtV173L, rtL180M va rtM2041/V khéng
lamivudine va telbivudine cho thdy nhay cam véi tenofovir tir 0,7 — 3,4 lan so v6i ching tu nhién.
Ciéc chung chira dot bién rtL180M, rtT184G, rtS202G/l, rtM204V va rtM250V khang entecavir cho
thiy nhay cam voi tenofovir tr 0,6 — 6.9 1an so véi chung tu nhién. Céc chung khéng adefovir chira
dot bién rtA181V va rtN236T nhay cam véi Tenofovir 2,9 — 10 l4n so voi ching tu nhién. Virut
HBV chira dot bién rtA181T van nhay cam véi Tenofovir véi gid tri ECso bang 1,5 1dn so véi ching

tu nhién.

Duge dong hoce [\ﬁ/
Tenofovir disoproxil fumarat 1a mot tién thude ester tan trong nudc, trong co thé n6 s& bién déi
nhanh thanh tenofovir va formaldehyd.

Trong té bao tenofovir duoc bién dbi thanh tenofovir monophosphat va thanh dang cé hoat tinh la
tenofovir diphosphat.

’
A

Hép thu:

Sau khi cho bénh nhan HIV udng tenofovir disoproxil fumarat, thuéc dugce hdp thu nhanh chéng va
bién dbi thanh tenofovir. Sau khi cho uéng nhiéu lidu cting voi bita an & nhitng ngudi bi HIV, cic
gid tri trung binh (%CV) cta Cha. AUC va Chiy tuong Ung la 326(36,6%) ng/ml, 3,324 (41.2%)
ne.h/ml va 64.4 (39.4%) ng/ml. Nong do dinh cua tenofovir trong huyét twong déi véi ngudi doi la
rong khodng 1 gir va khodng 2 gior ddi véi ngudi udng thude kém véi bita an. Sinh kha dung cua
ngudi doi la khoang 25% nhung ting cao néu udng tenofovir disoproxil fumarat ciing véi bia an
nhiéu md, cu thé AUC tiang khoang 40% v& Cmax ting khoang 14%. Sau lidu dau tién, Cpay trung
binh trong huyét tuong cta bénh nhin dd &n dao dong tir 213 dn 375 ng/ml. Tuy nhién udng
Tenofovir disoproxil fumarat cting véi an nhe thi khong c6 anh huéng dang ké téi duoce dong hoc
ctia thude.

Phan bd:

Sau khi tiém tinh mach, ¢ trang thai 6n dinh, thé tich phan b tenofovir trong huyét tuong la khoang
800 ml/kg. Sau khi uéng tenofovir disoproxil fumarat, thube duoc phén bd & khép cac mo, néng do
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cao nhat ¢ gan, thiin va rudt. Trén in vitro, ti 1& thude gin vao huyét tuong va huyét thanh 1an luot la
0,7% va 7,2%, trong khoang ndng dd tenofovir tir 0,01 dén 25 pg/ml.

Chuyén hoa:

Nghién ctiu in vitro chi ra ring tenofovir disoproxil fumarat ciing nhw tenofovir déu khong phai la co
chit cua cac emzym CYP450. Hon nita & didu kién in vitro véi ndng dd tenofovir cao hon déang ké
(gp khoang 300 14n) so v&i ndng dé thude quan sét trén in vivo, tenofovir khdng tic ché qua trinh
chuyén héa thubc qua trung gian cta bt ki dong dang CYP450 lién quan dén bién ddi sinh hoc
thude (CYP3A4, CYP2D6, CYP2C9, CYP2E1 hodc CYP1A1/2). Tenofovir disoproxil fumarat ¢
nong do 100 pmol/l khong ¢ anh huéng dén céc dong dang CYP450 ngoai trir CYP1A1/2 ¢6 giam
nhe (6%) nhung it c6 y nghia théng ké trong qua trinh chuyén héa cac co chét cia CYP1A1/2. Dua
(rén nhiing dir liéu nay, gan nhu khong cé twong tdc dang ké nao trén lam sang gifta tenofovir
disoproxil fumarat véi cac thude duge chuyén hoa qua CYP450.

Thai tru:

Tenofovir duge bai tiét chii yéu qua than boi ca 2 qua trinh loc qua cdu than va van chuyén qua dng
thiin vai khoang 70-80% liéu dung duoe bai tiét qua nudc tidu khi diung dudng tiém tinh mach. Tong
d¢ thanh loc ude tinh vao khoang 230 ml/lvkg (khoang 300 ml/phut). D9 thanh thai cta than dugc
ude tinh vao khoang 160 ml/l/kg (khoang 210 ml/phut), vuot qua téc do loc cau than. Diéu nay
chimg t6 hoat ddng tiét & dng than c6 vai trd quan trong trong viée thai trir tenofovir. Nira doi thai
tlr ctia thude dung duong udng 14 12-18 gio.

Céc nghién ctru da thiét 1ap con duong bai tiét tenofovir & éng than qua cac té bao dng luon gan
bing céc chit mang c6 ban chét 1a anion hitu co va duoc db vao nude tiéu.
Quy cich dong goi: Hop 3 vix 10 vién, vi nhdm/nhom.

Diéu kién bio quan: Noi kho, trdnh anh sang, nhiét do dudi 30°C.

Han ding: 36 thang ké tir ngay san xudt, khong ding thude qué han.

Ti¢u chuin chat lwgng cia thuoe: TCCS

Tén, dia chi cta co sé sin xuat
Cong ty ¢6 phan Dugc TW Mediplantex

Tru so: 358 duong Gidi Phéng, Phuong Liét, Thanh Xuén, Ha Noi

San xudl tai: Nha may duoc pham sb 2, Trung Hau, Tién Phong,,M\Lmh Ha NO“/Z/@/
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