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Rx-Thudc nay chi dung theo don thube

Tén thuéc: TENOFOVIR

(Tenofovir Disoproxil Fumarate 300mg)

“Pé thudc xa tdm tay tré em”
“Poc kj hudng dén sit dung trudc khi diung”
“Théng bdo ngay cho bdc sy hodc dugc sy nhiing tdc dung khdng mong mudn
gdp phdi khi sit dung thuéc”
“Thudc nay chi ding theo don ciia bdc sy”

“Néu cdn thém thong tin, xin hdi y kién bdc s§”

1. THANH PHAN CONG THUC THUOC:

MJéi vién nén bao phim chita:

Thanh phdn hoat chdt: Tenofovir Disoproxil Fumarate 300mg

Thanh phdn td dugc: Lactose monohydrate, Microcrystalline cellulose 101, Croscarmellose
sodium, Pregelatinized starch, Magnesium stearate, Opadry AMB, Mau Conalake indigotine 14
(Indigotine lake).

2. DANG BAO CHE:
Vién nén bao phim.
M0 ta sdn pham: Vién nén dai, bao phim mau xanh, hai mit tron, canh va thanh vién lanh ldn.

3. CHi PINH:

Nhiém HIV-1:

- Tenofovir dude chi dinh vdi cdc thuc phdi hgp khdng retrovirus khdc & ngudi 16n bi nhiém
HIV-1.

- Tenofovir ciing dudc chi dinh cho tré vi thanh nién tir 12 d&€n dudi 18 tudi bi nhiém HIV-1, ¢6
dé khang NRT1 hodc khong st dung dugc cic thudc Iya chon uu tién do doc tinh.

Su Iwa chon Tenofovir dé€ diéu tri cic bénh nhian bi nhiém HIV-1 ¢é nguy cd khdng thudc
retrovirus phai dua trén viéc kiém tra tiing bénh nhan va/hodc tién sit diéu tri clia bénh nhan.
Nhiém viém gan B:

- Piéu tri bénh viém gan B man tinh § ngudi 16n:

+ C6 chitc nidng gan con bl, ¢6 bing ching v€ sy nhin l&n cla virus, ting ndng dd alanine
aminotransferase huy&t thanh (ALT) va cdc bing chiing bi€u hién viém va/hoic xo héa.

+ C6 bing chitng vé virus viém gan B khdng lamivudin.

+ Bénh gan mat bu.

- Pidu tri viém gan B man tinh & tré vi thanh nién tir 12 d€n dudi 18 tudi: C6 chifc ning gan

cOn bl va ¢6 bing chitng vé bénh mién dich, tiic 1a ¢6 sy nhan 1én cda virus va ting nong do
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alanine aminotransferase huy€t thanh (ALT) va cdc bing chitng bi€u hién viém va/hoic xd hda

tif trung binh d&€n niing.

4. CACH DUNG, LIEU DUNG:

Ché& do liéu nén bit diu vdi bdc sy ¢ kinh nghiém trong viéc diéu tri cho bénh nhan nhiém
HIV va/hodc viém gan B man tinh.

Liéu dung:

Nhiém HIV-1 va viém gan B man tinh

- Nguoi I6n va tré vi thanh nién tir 12 dén du6i 18 tudi va cdn ndng trén 35 kg:

+ Diéu tri nhiém HIV va viém gan B man tinh: Liéu khuyé&n cdo 1 vién x 1 1an/ngay, uéng trong
bita dn.

+ Viéc diéu tri bénh nhi (tré vi thanh nién) nén dva trén sy cin nhic cin than vé nhu ciu cla
tirng bénh nhan va tham khdo cdc huéng din diéu tri nhi khoa hién hanh bao gém cd bing
chitng md hoc cd ban. L¢i ich clia viéc e ché virus kéo dai khi ti€p tuc diéu tri phdi dugc can
nhic v6i nguy cd vé viéc diéu tri dai han, bao gdm cé sy xud't hién cla virus viém gan B khédng
thudc va nhitng bat én lién quan dén tdc dong lau dai ddc tinh trén xudng va than.

+ Nong do ALT ting lién tuc it nhat 6 thang trude khi diéu tri & bénh nhi bi bénh gan con bu do
nhiém HBV man tinh c6 HbeAg duong tinh va it nhit 12 thdng & bénh nhin nhiém HBV man
tinh c6 HbeAg am tinh. :
Thdi gian diéu tri 3 ngudi 16n va tré vi thanh nién bi viém gan B man tinh

Thai gian diéu tri t8i vu chua duge biét. Co thé xem xét ngirng diéu tri trong céc trudng hgp sau:
+ Bénh nhén c6 két qua xét nghiém HBeAg dudng tinh ma khdng c6 xd gan, nén diéu tri it nhat
12 thdng sau khi ddo ngugc HBe (mat HBeAg va HBV DNA, cung vdi phdt hién anti-HBe)
dudc xdc nhin hodc cho d&€n khi ddo ngugc HBs hodc mat hiéu lyc. Nén theo ddi ndng do ALT
va HBV huyét thanh thudng xuyén sau khi ngitng thudc d€ trdnh trudng hgp tdi phdt virus
mudn.

+ & bénh nhan 4m tinh v6i HBeAg khong bi xd gan, nén diéu tri it nhat cho d&n khi HBs ddo
nguge hodc ¢6 bing chitng mat hiéu luc. C6 thé xem xét ngiing diéu tri khi dat dugc sy dn dinh
ttc ché& virus (tic 1a trong it nhat 3 nim) va phdi theo ddi thudng xuyén ndng do ALT va HBV
DHA huyé&t thanh sau khi ngitng diéu tri d€ phat hién bat ky dgt tdi phat virus mudn nao. Vi
viéc diéu tri kéo dai trén 2 nim nén dugc ddnh gid lai thudng xuyén dé xdc dinh liéu phdp diéu
tri nhu vay c6 pht hgp véi bénh nhén.

& bénh nhan ngudi 16n bi suy gan ma't bu hodc xd gan, khong khuyén cdo ngitng diéu tri.

- Bénh nhi:

Tré tir 2 dén 12 tudi, khuyén cdo khong sit dung ch& phdm nay vi dang bao ch& vién nén bao
phim khong chia dugc liéu.

Dif liéu vé& tinh an toan va hiéu qua cia tenofovir disoproxil fumarat trén tré dudi 2 tudi nhiém

HIV-1 hoic nhiém viém gan B man tinh chua dugc thiét lap.

5 ST W ¥ Wl ol .
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Quén liéu

Né&u bénh nhian quén udng mot li€u tenofovir disoproxil fumarat trong vong 12 git ké tir thi
gian dung thudc dy ki€n, bénh nhin nén dung tenofovir disoproxil fumarat vdi thifc dn cang
sém cang tot va ti€p tuc lich dung thudc binh thudng. Néu bénh nhin quén udng mot liéu
tenofovir disoproxil fumarat trén 12 gid va gin dén thdi di€m dung liéu ti€p theo, bénh nhin
nén bd qua liéu nay va cin ti€p tuc lich trinh diing thudc nhu thong thudng.

Né&u bénh nhan ndn trong vong 1 gid sau khi diung tenofovir disoproxil fumarat, nén uéng ngay
mdt vién khdc. N€u bénh nhian ndn sau hon 1 gid sau khi udng tenofovir disoproxil fumarat,
khong can phai dung liéu khic.

Cdc doi tuong ddc biét

Nguoi cao tudi: Khong cé dit liéu d€ dua ra khuyén cdo st dung thudc cho ngudi gia trén 65

tudi.
Bénh nhén suy thdn: Tenofovir dugc bai ti€t chi y&€u qua thin va phdi nhi€m vdi tenofovir ting
& bénh nhén r6i loan chic ning than.
- Nguoi lon
+ C6 it dit liéu vé tinh an toan va hiéu qud cuda tenofovir disoproxil fumarat trén bénh nhin suy
than vira va niang (do thanh théi creatinin < 50 ml/phit) va dir li¢u vé viéc sit dung thudc trong
thdi gian dai trén bénh nhén suy than nhe (d0 thanh thai creatinin tir 50-80 ml/phiit) con rat han
ch&. Do d6, v6i nhitng bénh nhin trudng thanh bi suy thén, tenofovir disoproxil fumarat chi nén
dudc sit dung néu 1gi ich diéu tri vugt troi hon cdc nguy cd tiém 4n.
+ Diéu chinh liéu dya trén dd thanh thai creatinin (Clcr):
e Suy than nhe (Clcr: 50 — 80 ml/phiit): Dif li€u con han ché tir cdc nghién cttu 1Am sang:
1 vién x 1 1an/ngay.
e Suy thian vita (Cler: 30 — 49 ml/phit): Dung 1 vién/lan, cdch nhau mdi 48 gid dya trén
md hinh dif liéu duge ddong hoc don liéu & cdc ddi tugng khong nhiém HIV va HBV
vdi mitc d6 suy than khdc nhau, bao gdm c4 bénh thin giai doan cudi can thim phin
méu, nhung chua duge khing dinh trong cdc nghién cttu 1dm sang. Do d6, ddp tng 1am
sang d6i v6i diéu tri va chic ndng than nén dugc theo doi chit ché 3 nhitng bénh nhin
nay.
e Suy than ning (Clecr: <30 ml/phiit) va bénh nhan thim phin m4u: Suy thian ning: diing
1 vién/lan, lidu lip lai c6 thé dung mdi 72 — 96 gid (ding 2 1an mdi tudn). Bénh nhin
thAm phan mdu: 1 vién/lan, liéu ldp lai c6 thé dugc ding mdi 7 ngay sau khi hoan tat
mot liéu trinh thim phin mau. Trong nghién cifu 1dm sang, diéu chinh khodng cich
liéu chua dugc x4dc nhin. Do d6, cin theo d&i ddp Wng 1am sang vdi diéu tri va chic
nang than.
e Khong st dung thudc cho bénh nhian khong thim phan mau vdi Cler < 10 ml/phiit.
- Bénh nhi: Khong st dung thudc cho bénh nhan tré em bi suy than.

M. 7% S&
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Bénh nhan suy gan: Khong can diéu chinh liéu. Néu nging st dung tenofovir & bénh nhin viém
gan B man tinh c6 hodc khong c6 déng nhiém HIV, thi can phdi theo ddi chit ché vé sy gia
ting tinh trang vi€ém gan.

Cdch diing: Dung dudng udng, nén udng thudc ciing vdi thic dn.

Trong trudng hgp dic biét, ¢6 thé dugc ding thudc sau khi phan rd vién trong it nhat 100 ml
nudc, nude cam hodc nudc nho.

Khong c6 yéu ciu dic biét vé xt 1y thudc sau khi sit dung.

5. CHONG CHI PINH:
Qué4 min véi tenofovir disoproxil fumarat hodc bat ky thanh phan nao clia thudc.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC:
= Thong tin chung
Xét nghiém khang thé HIV nén dugc ti€n hanh trén tit cd b¢nh nhan nhiém HBV trudc khi bit

diu diéu tri bing tenofovir disoproxil fumarat.

HIV-1

Mic di hiéu qué c ché virus bing liéu phdp khdng virus di dugc chitng minh la lam gidm
déng k& nguy co 1ay truyén qua dudng tinh duc, nhung khong thé loai trir dugc nguy cd con s6t
lai. Cdc bién phdp phdong ngira dé ngin ngita l1ay truyén qua dudng tinh duc nén dugc thyc hién
theo huéng dan qudc gia.

Viém gan B man tinh

Bénh nhdn phdi dugc khuyén cdo rang tenofovir disoproxil fumarat khdng c6 tdic dung ngian
ngita nguy cd lay truyén HBV cho ngudi khdc thong qua quan hé tinh duc hodc lay nhiém tir
mdu. Céc bién phap phong ngira thich hgp phdi ti€p tuc duge st dung.

Phéi hop cing vdi cdc thudc khdc

—~ Tenofovir disoproxil fumarat khong nén ding dong thdi véi cdc sén phim thudc khic c6 chita
tenofovir disoproxil fumarat hodc tenofovir alafenamid.
Tenofovir disoproxil fumarat cling khong nén dung dong thdi véi adefovir dipivoxil.
Khong nén diing ddng thdi tenofovir disoproxil va didanosin.

Liéu phdp bo ba vdi nucleosid/nucleotid

Pi ¢6 bdo cdo vé ty 1& thdt bai cao trong di€u tri virus va khdng thudc & giai doan sém ctia
bénh nhin HIV khi st dung tenofovir disoproxil fumarat k&t hdp v6i lamivudin va abacavir,
cing nhw k&t hgp véi lamivudin va didanosin ch€ do mot 1an mdi ngay.

Anh hudng 1én than va xuong & nguoi lon

Anh hudng 1én than

Tenofovir dugce thai trit chi y&u qua than. Suy thén, ting creatinin huy&t thanh, ha phosphat

mdu va bénh ly 6ng thin gin (bao gdm hdi chitng Fanconi) da dudc bdo cdo khi st dung

tenofovir disoproxil fumarat trong thyc hanh 1am sang.
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Gidm sdt chitc ndng thdn
Khuyé&n cdo tit ci cdc bénh nhan trudc khi bit dau di€u tri bing tenofovir disoproxil fumarat
cAn tinh d6 thanh thai creatinin va chic ning than (d9 thanh thdi creatinin va nong do phosphat
huyé&t thanh) cAn dugc theo ddi sau 2 — 4 tuin diéu tri, sau 3 thang diéu trj va sau mdi 3 = 6
thdng & bénh nhan khong c6 y&u td nguy cd lién quan dén than. O nhitng bénh nhan c6 nguy co
bi suy than, can theo ddi thudng xuyén chifc ning than.
Qudn Iy chitc ndng thdn
N&u ndng dd phosphat huyét thanh <1,5 mg/dl (0,48 mmol/l) hodc d¢ thanh thdi creatinin gidm
xudng <50 ml/phit & ba't ky bénh nhin ngudi 16n ndo dung tenofovir disoproxil fumarat, nén
ddnh gid lai chitc ning than trong vong 1 tudn, bao gdm cd do glucose huyét, kali huy€t va ndng
do glucose trong nudc tiu. Can can nhic viéc ngitng diéu tri tenofovir disoproxil fumarat &
bénh nhan trudng thanh c6 do thanh thai creatinin gidm xudng <50 ml/phiit hodc gidm ndng dd
s phosphat huyé&t thanh xudng <1,0 mg/dl (0,32 mmol/l). Viéc ngung tenofovir disoproxil fumarat
ciing nén dugc xem xét trong trudng hgp suy thén ti€n trién ma khdng x4c dinh dudc nguyén
nhan khéc.
Sit dung dong thoi voi cdc thudc djc trén thdn va nguy co nhiém déc thdn
Khi st dung tenofovir disoproxil fumarat nén tranh st dung cung lic hodc gan nhau véi cdc che
phim thudc gdy doc than (vi du: aminoglycosid, amphotericin B, foscarnet, ganciclovir,
pentamidin, vancomycin, cidofovir). N&u bdt budc phéi sit dung dong thdi tenofovir disoproxil
fumarat va thudc gdy doc than, cin theo doi chifc ning thdn hang tudn,
Céc trudng hop suy than cdp di duge bdo cdo sau khi bit ddu dang NSAID liéu cao hodc kéo
dai & nhitng bénh nhin dugc diéu tri bang tenofovir disoproxil fumarat va vdi céc y&u td nguy
cd roi loan chifc ning than. N&u tenofovir disoproxil fumarat dugc dung cung véi NSAID, nén
kiém tra chic ning thin mot cdch day du.
Nguy co cao vé suy thin di dudc bdo cdo ¢ nhitng bénh nhan dung tenofovir disoproxil fumarat
- ké&t hgp vdi thudc e ché protease nhu ritonavir hodc cobicistat. Can theo ddi chit ché chic
ning than & nhitng bénh nhan nay. G nhitng bénh nhén ¢6 cdc y&u td nguy cd vé than, can dénh
gid cdn thin khi sit dung ddng thdi tenofovir disoproxil fumarat véi thudc e ché protease ting
cuong. '
Tenofovir disoproxil fumarat chua duge ddnh gid 1dm sang & nhitng bénh nhén sit dung dong
thdi v6i cdc thudc thai trit qua than, bao gdm protein van chuyén anion hitu cd cla con ngudi
(hOAT) 1 va 3 hoic MRP 4 (vi du: cidofovir, mot sdn phdm thuSc gay doc than di bi€t). Nhitng
protein van chuyé&n thin nay c6 nhiém vu bai ti€t tenofovir va cidofovir § ong than va mot phan
1a dao thdi & than. Do d6, dudc dong hoc clia cdc sdn phdm thudc nay, duge bai ti€t qua than
bao gdm cdc protein van chuyén hOAT 1 va 3 hodc MRP 4, c6 thé thay di n€u ching dugc
diing ddng thdi. Khong nén st dung dong thdi cdc thudc thi trif qua than trir khi that can thiét,
né&u bit budc ding chung thi cin theo ddi chifc ning thin hang tudn.
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Suy thdn
Tenofovir disoproxil fumarat dugc nghién citu rat han ch€ & bénh nhan bi suy gidm chic ning
thin (d6 thanh thai creatinin < 80 ml/phuit).
Bénh nhdn trudng thanh cé d¢ thanh thdi creatinin <50 ml/phiit, bao gém cd bénh nhdn thdm
phdn mdu: C6 rat it dit liéu vé tinh an todn va hi€u qud cla tenofovir disoproxil fumarat & bénh
nhan suy gidm chic ning than. Do d6, tenofovir disoproxil fumarat chi nén dugc st dung néu
Igi ich clia diéu tri vugt troi nhitng nguy cd tiém &n. G nhitng bénh nhan suy thin ning (do
thanh thai creatinin <30 ml/phtit) va & nhitng bénh nhan can thdm phan mdu, khong khuyén cdo
st dung tenofovir disoproxil fumarat. Néu khong c6 liéu phdp diéu tri thay th&, cin phai diéu
chinh kéo dai khodng thdi gian diing thudc va theo ddi chiit ché chitc ning than.
Anh hudng dén xuong
Céc bat thudng & xudng nhu nhuyén xuong c¢6 thé bi€u hién bing dau nhitc xuong dai ding
hodc trim trong hon, va thudng xuyén din dén giy xuong c6 thé lién quan dén bénh ly 6ng
than gin.
Tenofovir disoproxil fumarat c6 thé 12 nguyén nhian giy gidm mat d6 khodng xuong (BMD). o]
nhitng bénh nhan nhiém HIV, trong mdt nghién cttu 1dm sang c6 ddi ching kéo dai 144 tin so
sanh tenofovir disoproxil fumarat vdi stavudin k€t hgp véi lamivudin va efavirenz & nhitng bénh
nhdn trudng thanh chua tiing dugc di€u tri ARV, cho thdy ¢6 sy gidm mat do khodng xuong
(BMD) & xuong hong va xuong song trén cd hai nhém diéu tri. BMD & cot song va cic chi s&
khédc gidm c6 y nghia ddng k€ trong nhém di€u tri bing tenofovir disoproxil fumarat sau 144
tudn diéu tri. Con BMD & hong trong nhém diéu tri bing tenofovir disoproxil fumarat ciing
gidm ddng k& sau 96 tudn. Tuy nhién, khong ting nguy cd gdy xudng hodc khong c6 bing
chitng cho thay cdc bat thudng lién quan d€n xuong sau hon 144 tuan.
Trong cdc nghién cifu khdc (ti€n cttu va cdt ngang), BMD gidm rd rét nhat dugce thdy & nhitng
bénh nhian dugc diéu tri bing tenofovir disoproxil fumarat nhut 124 mot phin ctia ché do dung
- thudc c6 chita chit e ch€ protease ting cudng. Nhin chung, do nhitng ba't thudng vé xudng lién
quan dén tenofovir disoproxil fumarat va nhitng han ché ctia dit liéu dai han vé tic dong cia
thudc doi véi sitc khde xudng va nguy cd gdy xuong, nén phdc do diéu tri thay th€ nén dugc
xem xét cho nhitng bénh nhan bi lodng xuong c6 nguy cd gay xuong cao.
N&u nghi ngd hodc phdt hién bt thudng & xudng thi cin tham khdo ¥ ki€n thich hdp tif bic s§.
Anh hudng 1én than va xuong & tré em

Doc tinh lau dai cla thudc trén xuong va than chua chic chin. Hon nita, kh3 ning ddo ngugc
clia ddc tinh than khong thé dugc xdc dinh day di. Do d6, mot cdch ti€p can da nganh dugc
khuyé&n nghi d€ can nhic titng trudng hdp dya trén cd s can bing 1gi ich/rdi ro diéu tri, quyét
dinh theo ddi phlt hgp trong qué trinh diéu tri (bao gdbm cd quyét dinh nging diéu tri) va xem

xét nhu ciu bd sung.
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Anh huéng dén than
Cdc phdn tng bat 1gi khi sit dung tenofovir disoproxil fumarat lién quan d&n than da dudc bdo
c40 & bénh nhan tré em tir 2 d&€n dudi 12 tudi bi nhiém HIV-1 trong mot nghién citu 1am sang.
Gidm sdt chitc ndng thdn
Chifc ning thin (dd thanh thai creatinin va nong do phosphat huyét thanh) nén dudc dénh gia
trude khi diéu tri va theo ddi trong qud trinh di€u tri nhu & ngudi 16n.
Qudn ly chitc ndng thdn
Né&u ndng d6 phosphat huyét thanh duge xdc nhdn 1a <3,0 mg/dl (0,96 mmol/l) & bat ky bénh
nhan nhi ndo dung tenofovir disoproxil fumarat, chifc ndng than nén dugc danh gid lai trong
vong 1 tudn, bao gdm do glucose huyét, kali huyé&t va néng do glucose trong nudc ti€u. Néu
nghi ngd hodc phét hién bat thudng & than thi nén xin ¥ ki€n clia bac s§ d€ can nhic viéc ngitng
diéu tri tenofovir disoproxil fumarat.
Viéc ngung dung tenofovir disoproxil fumarat cling nén dugc xem xé€t trong trudng hgp suy thin
ti€n trién khi khdng xdc dinh duge nguyén nhin khéc.
Sit dung dong thoi vdi cdc thudc ddc trén thdn va nguy co nhiém djc thdn
Céc khuyé&n nghi tudng ty 4p dung nhu & ngudi 16n (xem § trén).
Suy thdn
Tenofovir disoproxil fumarat khong dugc khuy€n cdo ¢ bénh nhan nhi bi suy thin. Tenofovir
disoproxil fumarat khong nén dugc bit ddu diéu tri  bénh nhan nhi bi suy thin va nén ngiing.st
dung & nhitng bénh nhi bi suy than ti€n tri€n khi diéu tri bing tenofovir disoproxil fumarat.
Anh huéng lén xuong
Tenofovir disoproxil fumarat c6 thé 1am gidm BMD. Tdc dong cia tenofovir disoproxil fumarat
- thay ddi lién quan d€n BMD dd&i véi stic khde xuong dai han va nguy co gdy xuong trong
tuong lai hién chua dugc bi€t rd.
N&u bat thudng xuong duge phat hién hoic nghi ngd & bénh nhan nhi, can tham khio y kié€n bic
~ s§ noi ti€t va/hodc bac sy than.
Bénh gan
Dit liéu vé do an toan va hiéu qud rat han ch€ ¢ bénh nhan ghép gan.
C6 rat it dit liéu vé tinh an toan va hiéu qud cida tenofovir disoproxil fumarat & bénh nhan
nhiém HBV bi bénh gan mat bl va ¢6 di€ém sd Child-Pugh-Turcotte (CPT)> 9. Nhitng bénh
nhin ndy c6 nguy cd cao gip phdi cdc phdn ng bt I¢gi nghiém trong vé gan hoic thin. Do dé,
cdc chi s6 ddnh gid chitc ndng gan va thin phéi dugc theo ddi chit ché & nhitng bénh nhian néy‘
Cdc dot cdp cia viém gan
Pot bing phdt trong diéu tri: Cdc d¢t cip tinh ty phdt & bénh viém gan B man tinh tuong ddi
phd bién va dugce dic trung bdi sy gia ting ndng do ALT huyét thanh. Sau khi bit ddu diéu tri
bing thudc khdng virus, ndng do ALT huyé&t thanh c¢6 thé ting & mot s6 bénh nhan. G nhing
bénh nhin mic bénh gan con bi, sy gia ting ndng do ALT huyé&t thanh nay thudng khong lién
quan dén ting ndng dd bilirubin trong huyét thanh hodc gan mat bu. Bénh nhin xd gan c6 thé
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¢6 nguy cd gan mat bi cao hon sau khi bi viém gan ning, va do d6 nén dugc theo doi chat ché
trong qud trinh tri li¢u. '
Dot bing phdt sau khi ngitng diéu tri: Tinh trang viém gan cp tinh ciing di dugc bdo cdo &
nhitng bénh nhin ngiing di€u tri viém gan B. Cic dgt tram trong sau diéu tri thudng lién quan
dé&n su gia ting DNA HBV va phdn 16n dudng nhu ty gidi han. Tuy nhién, cdc dgt trdm trong
nghiém trong bao gém tif vong di dugc bdo cdo. Theo doi lam sang va xét nghiém chic ning
gan nén dudc theo ddi trong khodng thdi gian ldp di ldp lai trong it nhat 6 thdng sau khi ngiing
diéu tri viém gan B. N&u thich hgp, viéc ndi lai diéu tri viém gan B ¢6 thé cin thiét. & nhitng
bénh nhan mic bénh gan ti€n trién hodc xd gan, viéc ngiing diéu tri khong dugc khuyén cdo vi
tinh trang viém gan sau diéu tri c6 thé din d€n gan mét bu.

Céc dgt bing phdt gan dic biét nghiém trong va doi khi gdy tf vong & bénh nhan mic bénh gan
mat bu.

Déng nhiém véi viém gan C hodc D: Khong c6 dif liéu vé hiéu qua clia tenofovir & bénh nhan
ddng nhiém virus viém gan C hodc D.

Déng nhiém véi HIV-1 va viém gan B: Do nguy cd phdt trién dé khang HIV, tenofovir disoproxil
fumarat chi nén dugc st dung nhu mot phan ctia phdc dd phdi hgp khdng virus & bénh nhéan
ddng nhiém HIV/HBV. Bénh nhan bi rdi loan chic ning gan trude day, bao gobm viém gan hoat
dong man tinh, c6 tAn sudt bat thudng chic ndng gan ting l1én trong khi diéu trj bing thudc
khang virus k&t hgp (CART) va cin dugc theo ddi theo tiéu chudn thyc hanh. N&u c¢6 nhitng ddu
hiéu ctia bénh gan ning hon & nhitng bénh nhdn nay, phdi gidn doan hodc ngirng diéu tri. Tuy
nhién, cAn luu ¥ riing s gia ting ndng do ALT ¢6 thé 1a mot phan cla thanh thdi HBV trong khi
diéu tri bing tenofovir.

PhéT hop vdi mét s6 thudc khdng virus viém gan C

Viéc st dung ddng thdi tenofovir disoproxil fumarat vd&i ledipasvir/sofosbuvir,
sofosbuvir/velpatasvir hodc sofosbuvir/velpatasvir hodc sofosbuvir/velpatasvir/voxilaprevir da
dudc chitng minh lam ting ndng do tenofovir trong huy&t tuong, dic biét khi ding chung véi
phéc dd diéu tri HIV chita tenofovir disoproxil fumarat va mét tdc nhin lam ting dugc dong hoc
(ritonavir hodc cobicistat). Nhitng nguy co va 1¢i ich lién quan d€n viéc sl dung dong thdi
ledipasvir/sofosbuvir, sofosbuvir/velpatasvir hodc sofosbuvir/velpatasvir/voxilaprevir v6i
tenofovir disoproxil fumarat va phdi hgp vdi thudc e ché protease HIV ting cudng (vi du:
atazanavir hodc darunavir) cin dugc xem xét, dic biét & nhitng bénh nhin c6 nguy cd cao roi
loan chic ning than. Bénh nhin dang dung ledipasvir/sofosbuvir, sofosbuvir/velpatasvir hodc
sofosbuvir/velpatasvir/voxilaprevir dong thdi vdi tenofovir disoproxil fumarat va thudc c ché
protease HIV ting cudng nén dugc theo ddi cdc phdn @ng bat 1¢i lién quan dén tenofovir
disoproxil fumarat.

A - N A A,
Cdn ndng va trao doi chdt

Viéc ting cin ning, ting ndng do lipid va glucose miu c6 thé x4y ra trong khi diéu tri bing

thudc khdng virus. Nhitng thay ddi nhu vay 6 thé lién quan mot phin dé€n ki€m sodt bénh tat
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va 16i song. Theo di lipid va glucose mau d€ thi€t 1ap hudng dan diéu tri HIV. R&i loan lipid
nén dugc quan ly 1am sang thich hgp.

R&G loan chitc ndng ty thé sau khi tiép xic trong tit cung

Céc chat tuong tu Nucleosid va nucleotid c6 thé tdc dong dén chic ning cda ty thé & mic dd
khéc nhau, dudc bi€t rd nhat 1a stavudin, didanosin va zidovudin. Pa c6 bdo cdo vé rdi loan
chic ning ty thé & tré sd sinh nhiém HIV trong tf cung va/hodc sau sinh vdi cdc chat tuong tu
nucleosid: chi y&u dugce diéu tri véi cdc thude ¢6 chita zidovudin. Céc phédn ing bat Igi chinh
dugc bao cdo 1a r8i loan huy&t hoc (thi€u mdu, gidm bach ciu) va r6i loan chuyén héa (ting
Jactate m4u, ting lipid m4u). Nhitng phdn @ng bt 1gi nay thudng la nhat thdi. Hi€m gip roi
loan than kinh khdi phdt mudn da dudc bdo cdo (ting truong lyc, co gidt, hanh vi bat thudng).
Céc r6i loan thin kinh nay hién chua ro 12 thodng qua hay vinh vién. Nhitng ddu hi¢u nay nén
duge xem xét cho bt ky tré nao bi phoi nhiém véi cdc chat tudng tu nucleosid va nucleotid
trong t cung, nhitng ngudi co6 k&t qud 1dm sang nghiém trong chua rd nguyén nhén, dic biét l1a
phat hién thin kinh. Nhitng phat hién nay khong dnh hudng d€n cdc khuy&n nghi qudc gia hién
nay vé viéc st dung liéu phdp khdng virus & phu nit mang thai dé€ ngin ngira 1ay truyén HIV
theo chiéu doc.

Hoéi chimg suy gidm mién dich

3 nhitng bénh nhan nhiém HIV bi suy gidm mién dich nghiém trong khi diéu trj bang thudc

khéng virus k&t hgp (CART), mot phdn ¢ng viém ddi vdi mAm bénh cd hoi con sét lai ¢é thé

phit sinh va gay ra cédc tinh trang 1dm sang nghiém trong, hodc lam nang thém céc tri¢u chirng.

Thong thudng, cdc phdn ng nhu vy da dugc quan sét trong vai tuan hodc thing ddu tién bt

diu CART. Cic vi du c6 lién quan 1a viém vdng mac do virus cytomegalo, nhiém tring

mycobacterial tdng quat va/hoidc tiéu di€m, va viém phdi do Pneumocystis jirovecii. Tt ca triéu

chiing viém nén dugc ddnh gid va diéu tri khi can thiét.

Céc r6i loan t¢ mién dich (nhu bénh Graves va viém gan ty mién) ciing da dudc bdo cdo khi tdi
kich hoat mi&n dich; tuy nhién, thdi gian khdi phdt 1a thay d6i nhiéu hon va nhitng sy kién nay

c6 thé xdy ra nhiéu thang sau khi bit ddu diéu tri.

Hoai tit xuong

Mic dit nguyén nhan dugc coi 12 da y&u t& (bao gdm sit dung corticosteroid, udng rugu, tc ché

mién dich niing, chi s6 khdi co thé cao hon), céc trudng hgp hoai tif xudng da duge bdo cdo, dic

biét & nhitng bénh nhin nhiém HIV tién trién va/hoic phdi nhi€ém lau dai véi CART. Bénh

nhin nén dugc tu van d€ xin y ki€n cla bdc s§ di€u tri n€u c6 cdc triéu ching nhu dau nhifc

khdp, ctiing khdp hodc khé van dong.

Nguoi cao tudi

Tenofovir disoproxil fumarat chwa dugc nghién cifu & bénh nhén trén 65 tudi. Bénh nhan cao

tudi c6 nhiéu kha ning bi suy gidm chic ning thin; do d6 nén than trong khi sit dung tenofovir

disoproxil fumarat cho bénh nhan cao tudi.
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* Cdnh bdo td dugc: Thudc c¢é chifa td duge lactose monohydrate, bénh nhin bi mic cdc rdi
loan di truyén hi€m gip vé dung nap galactose, ching thi€u hut lactose Lapp hodc r8i loan hap

thu glucose-galactose khdng nén sit dung thudc nay.

7. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU:

Phy nit mang thai:

Du liéu nghién citu vé€ stt dung tenofovir disoproxil fumarat trén phu nit mang thai (hon 1.000
trudng hgp) cho thdy khong c¢6 di tat hodc doc tinh & thai nhi/tré so sinh. Cdc nghién cttu trén
ddng vat cling khong c6 dau hiéu doc tinh sinh sin. Viéc st dung tenofovir disoproxil fumarat
¢6 thé duge xem xét trong qud trinh mang thai, n€u can thiét.

Viéc phdi nhim tenofovir disoproxil fumarat & phu nit mang thai 3 thing cudi cho thdy gidm
nguy cd lay truyén HBV tif me sang con né€u me dung tenofovir disoproxil fumarat, ngoai
globulin mi&n dich viém gan B va vic xin viém gan B § tré sd sinh.

Trong 3 thi nghiém ladm sang co ddi chitng, 327 phu nit mang thai bi nhiém HBV man tinh
ding 1 lidu tenofovir disoproxil fumarat 300 mg/lan/ngay tif tudn 28 — 32 tudi thai cho dén 1 —
2 thang sau sinh, phu nit va tré sd sinh dudc theo doi trong vong 12 thdng sau sinh. Khong c6
tin hiéu an toan nao xuat hién tif nhitng thi nghiém nay.

Phu nit cho con bu:

N&u tré sd sinh duge chiing ngira dy di dé phong ngira viém gan B, ngudi me bi nhi€ém viém
gan B c6 thé cho tré b bing sita me.

Tenofovir bai ti€t qua sita me. Khong dd thong tin vé dnh hudng ctia tenofovir & tré sd sinh/tré
em. Do d6 tenofovir disoproxil fumarat khong nén dugc st dung trong thdi gian cho con bu.
Theo nguyén tic chung, khuyén cdo phu nit nhiém HIV va HBV khong cho con bi sita me dé
tranh 1ay truyén HIV va HBV.

Khd ndng sinh sdn: C6 rat it dit liéu 1dm sang vé tdc dung ctia tenofovir disoproxil fumarat d6i
v6i kha ning sinh sdn. Cdc nghién ctu trén dong vat khong chi ra tic dung cé hai cla

tenofovir disoproxil fumarat d6i v6i khd nidng sinh sdn.

8. ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Khong c¢6 nghién cttu vé dnh hudng cda thudc 1én khd ndng ldi xe va sit dung mdy méc. Tuy
nhién, bénh nhin can dudc thdong bdo cé triéu chiing chéng mit trong qud trinh diéu tri bing

tenofovir disoproxil fumarat.

9. TUONG TAC, TUGNG KY CUA THUOC:

Céc nghién citu vé tuong tdc thudc tenofovir chi duge thyc hién & ngudi 16n.

Dua trén k&t qui nghién cifu in vitro va con dudng thdi trir dd biét clia tenofovir cho thdy kha
niing tuong tic qua trung gian CYP450 lién quan dén tenofovir véi cdc sdn phdm thude khdc 1a

thap.
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Khéng nén sit dung dong thoi

Khong nén ding thudc dong thdi véi cdc san phdm thuSc khdc ¢6 chia tenofovir disoproxil
fumarat hodc tenofovir alafenamid.

Khong nén dang thudc dong thdi véi adefovir dipivoxil.

Khong nén diung dong thdi tenofovir disoproxil fumarat va didanosin.

Cdc thudc c6 khd ndng gdy suy gidm chitc ndng thdn

Do tenofovir chli y€u dudc théi trit qua thin, sit dung ddng thdi tenofovir disoproxil fumarat véi
cdc sdn pham thudc 1am gidm chic ning thin hodc canh tranh bai ti&t & Ong than thong qua cdc
protein van chuyén hOAT 1, hOAT 3 hodc MRP 4 (vi du nhu cidofovir), ¢6 thé 1am ting ndng
dd tenofovir huyé&t thanh va/hoic cdc sén pham thudc diing ddng thdi.

Nén trdnh phdi hgp tenofovir disoproxil fumarat dong thdi hoic st dung gin ddy mot s§ sin
phim thudc gdy doc than nhu aminoglycosid, amphotericin B, foscarnet, ganciclovir,
pentamidin, vancomycin, cidofovir hodc interleukin-2.

Tacrolimus ¢6 th€ dnh hudng dén chic ning thin, nén theo doi chit ché khi dung chung véi
tenofovir disoproxil fumarat.

Cdc tuong tdc thudc khdc

Tuong tic giita tenofovir disoproxil fumarat va cdc sdn phim thudc khdc dugc liét ké trong
Bang 1 bén dudi (muc ting dugc biéu thi bing “1”, gidm “|”, khong thay ddi “«”, hai 1dn mdi

ngay “b.i.d.”, vd mot 1an mdi ngay 1a “q.d.”).
Bang 1: Tuwong tdc giita tenofovir disoproxil fumarat va cdc thudc khdc

Tédc dong 1én nong do
Cdc thudc phan theo thudc Liéu khuy&n cdo khi diing
nhém diéu tri (liéu theo | Phin trim thay ddi trung dong thoi véi tenofovir
mg) binh trong AUC, Cpay, disoproxil fumarat 300 mg
- Cmin

THUOC CHONG NHIEM TRUNG

Thudc khdng virus

Thudc e ché& protease

Atazanavir/Ritonavir Atazanavir: Khong can hiéu chinh liéu.

(300 q.d./100 g.d.) AUC: | 25% Su ting phdi nhiém véi
Crmax: | 28% tenofovir ¢6 thé lién quan
Chin: | 26% dén céc tdc dung khong mong
Tenofovir: mudn clia tenofovir, bao gdm
AUC: 137% cd r6i loan chic ning than.
Chax: T 34% Nén gidm sat chat ché chuc
Crint T 29% nang thadn (xem muc Céanh

bdo va than trong khi dung
thudc).
Lopinavir/Ritonavir Lopinavir/ritonavir: Khong can hiéu chinh liéu.
(400 b.i.d./100 b.i.d.) Khong 4nh hudng ding k€ | Su ting phoi nhiém véi
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Té4c dong l1én ndng do

(300/100 b.i.d.)

Khéng 4nh hudng dén
thdng s& duge dong hoc ciia
darunavir/ritonavir
Tenofovir:

AUC: 122%

Cuin: T37%

Céc thudc phan theo thudc Liéu khuy&n céo khi diing
nhém diéu trj (liéu theo | Phén trim thay ddi trung dong thoi vdi tenofovir
mg) binh trong AUC, Cyay, disoproxil fumarat 300 mg
Cmin
dén thong s dude dong hoc | tenofovir ¢6 thé lién quan
cua lopinavir/ritonavir dén cdc tdc dung khdng mong
Tenofovir: mudn cda tenofovir, bao gdm
AUC: 1 32% cd r6i loan chic ning than.
Cmax: < Nén gidm sdt chit ché chic
Chin: 1 51% ning thin (xem muc Cdnh
bdo va than trong khi ding
thudce).
Darunavir/Ritonavir Darunavir: Khong cin hiéu chinh liéu.

Su ting phodi nhiém véi
tenofovir c¢6 thé lién quan
dén céc tdc dung khong mong
mudn cla tenofovir, bao gbm
cd r6i loan chic ning thin.
Nén gidm sdt chdt ché chic
nang than (xem muc Cénh
bdo va thin trong khi dung
thudce).

Cic thuoc dang Nucleoside (NRTIs)

Didanosin

Phdi hdgp tenofovir
disoproxil ~ fumarat  va
didanosin din dén ting 40-
60% phdi nhiém toan thin
vdi didanosin.

Khong st dung dong thdi
didanosin v6éi  tenofovir
disoproxil fumarat. Ting ti€p
xtc toan than vdi didanosin
c6 thé lam ting nguy co tdc
dung khdong mong mudn cia
didanosin.

Hi€m gip nhu viém tuy va
nhiém toan lactic, doi khi giy
ti vong da dugc bdo cdo.
Phoi hdp tenofovir disoproxil
fumarat véi didanosin vdi liéu
400 mg mdi ngdy c6é lién
quan dén viéc gidm ding ké
s lugng t€ bao CD4, c6 thé
la do tuong tdc gilta cdc t€
bao lam ting hoat tinh
phosphoryl héa didanosin.
Viéc gidm li€u 250 mg
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Céc thudc phan theo
nhém diéu tri (liéu theo
mg)

Tac dong 1én nong do
thudc
Phan trim thay déi trung
binh trong AUC, Cyax,
Cmin

Liéu khuy&n céo khi ding
dong thoi véi tenofovir
disoproxil fumarat 300 mg

didanosin ph&i hgp véi liéu
phdp tenofovir disoproxil
fumarat da dugc bdo cdo vé
ty 1& that bai diét virus trong
mot s& thit nghiém diéu tri
nhiém HIV-1.

Adefovir dipivoxil

AUC: &

Cmax: R

Tenofovir disoproxil fumarat
khong nén diung dong thdi véi
adefovir dipivoxil (xem muc
Cédnh bdo va than trong khi
dung thudc).

Entecavir

AUC: &

Cmax: =

Khoéng c¢6 tuong tidc dudc
dong hoc c6 ¥ nghia lam sang
khi phdi hgp tenofovir
disoproxil fumarat va
entecavir.

Thudc khang virus diéu tri

viém gan C

Ledipasvir/Sofosbuvir

(90 mg/400 mg q.d.) +
Atazanavir/Ritonavir

(300 mg q.d./100 mg q.d.)
+ Emtricitabin/Tenofovir
disoproxil fumarat

(200 mg/300 mg q.d.)’

Ledipasvir:
AUC: 1 96%
Cax: 1 68%
Chin: T 118%
Sofosbuvir:
AUC: <
Crax: <
GS-331007%
AUC: &
Cmax: «>
Chin: T42%
Atazanavir:
AUC: <
Cmax: <>
Chnin: T 63%
Ritonavir:
AUC: &
Chax: €
Chin: T45%
Emtricitabin:
AUC: &

Noéng do tenofovir trong
huyét tuong ting do dung
ddng thdi tenofovir disoproxil
fumarat, ledipasvir/sofosbuvir
va atazanavir/ritonavir ¢é thé
lam tdng cdc tdc dung khong
mong mudn lién quan dén
tenofovir disoproxil fumarat,
bao gém c4 rdi loan chic
nidng thin. P an toan cla
tenofovir disoproxil fumarat
khi phdi hdp véi
ledipasvir/sofosbuvir va mot
chdt ting cudng dugc dong
hoc (vi du: ritonavir hodc
cobicistat) chua dugc thiét
lap.

Nén than trong khi phdi hgp
va theo doi thudng xuyén
chifc ning than, né€u khong ¢
cdc liéu phdp thay th€ khdc
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Téac dong lén ndng do

Cac thudc phin theo thude Liéu khuyé&n c4do khi dung
nhém diéu tri (lidu theo | Phin trim thay ddi trung dong thdi véi tenofovir
mg) binh trong AUC, Cyax, disoproxil fumarat 300 mg
Cmin
Chxs (xem muc Cadnh bdo va thian
Chin: < trong khi stt dung thudc.)
Tenofovir:
AUC: <
Ciax: 147%
Chin: 147%
Ledipasvir/Sofosbuvir Ledipasvir: Nong do tenofovir trong
(90 mg/400 mg q.d.) + |AUC: < huyét tuong ting do dung
Darunavir/Ritonavir Cmax: « ddng thdi tenofovir disoproxil
(800 mg q.d./100 mg q.d.) | Cpin: <> fumarat, ledipasvir/sofosbuvir
+ Emtricitabin/Tenofovir | Sofosbuvir: va darunavir/ritonavir c6 thé
disoproxil fumarat AUC: | 27% lam tidng cdc tdc dung khong
(200 mg/300 mg q.d.)" Cmax: | 37% mong mudn lién quan dén
GS-331007% tenofovir disoproxil fumarat,
AUC: & bao gém cd r6i loan chic
Cax: < ning thin. PO an toan cia
Chin: € tenofovir disoproxil fumarat
Darunavir: khi phoi hgp véi
AUC: & ledipasvir/sofosbuvir va mot
Cumax: < chat ting cudng dugc dong
Chin: < hoc (vi du: ritonavir hodc
Ritonavir: cobicistat) chua dugc thiét
AUC: & lap.
Crnax: < Nén than trong khi phdi hgp
Chin: 148% va theo doi thudng xuyén
Emtricitabin: chitc ning than, n€u khong c6
AUC: & cdc liéu phdp thay th€ khdc
Cipgxs ¢ (xem muc Canh bdo va théin
Chin: < trong khi stt dung thudc.)
Tenofovir:
AUC: 1 50%
Crnax: T 64%
Ciin: 1 59%
Ledipasvir/Sofosbuvir Ledipasvir: Khong can hiéu chinh liéu.
(90 mg/400 mg q.d.) + | AUC: |34% Sy ting phoi nhiém véi
Efavirenz/Emtricitabin/ Cmax: | 34% tenofovir c6 thé lién quan
Tenofovir disoproxil | Cpin: | 34% dén cdc tdc dung khong mong
fumarat Sofosbuvir: mudn ctlia tenofovir, bao gdm
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Céc thudc phin theo
nhém diéu tri (liéu theo
mg)

Téc dong 1én nong do
thudc
Phén trim thay d6i trung
binh trong AUC, Cpax,
Cmin

Liéu khuyé&n cdo khi dung
ddng thoi véi tenofovir
disoproxil fumarat 300 mg

(600 mg/200 mg/300 mg
q.d.)

AUC: &
Cmux: «>
GS-331007*
AUC: &
Crax: <
Cmin: b
Efavirenz:
AUC: &
Cmax: «>
Cmin: e
Emtricitabin:
AUC: &
Cmax: «>
Cmin: i
Tenofovir:
AUC: 1 98%
Chax: T 79%
Cuin: T 163%

ca roi loan chic ndng than.
Nén gidm sdt chdt ché chic
ning thin (xem muc Cénh
bdo va thdn trong khi dung
thudc).

Ledipasvir/Sofosbuvir
(90 mg/400 mg q.d.) +
Emtricitabin/Rilpivirin/
Tenofovir disoproxil
fumarat

(200 mg/25 mg/300 mg

q.d.)

Ledipasvir:
AUC: &
Crax: <
Cmin: =
Sofosbuvir:
AUC: &
Chax: <
GS-331007%:
AUC: &
Cmax: <
Cmin: >
Emtricitabin:
AUC: &
Cmax: «
Cmin: =
Rilpivirin:
AUC: &
Cmax: <
Cmin: «

Tenofovir:

Khong cidn hiéu chinh liéu.
Sy ting phoi nhiém vdi
tenofovir c¢6 thé lién quan
dén cdc tdc dung khong mong
mudn cla tenofovir, bao gdbm
cd roi loan chitc ning thin.
Nén gidm sdt chidt ché chic
ning thin (xem muc Cénh
bdo va than trong khi dung
thudc).
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Cic thudc phan theo
nhém diéu tri (liéu theo
mg)

Téc dong 1én nong do
thudc
Phén trim thay déi trung
binh trong AUC, C,ax,
Cmin

Liéu khuy&n c4o khi diing
dong thoi véi tenofovir
disoproxil fumarat 300 mg

AUC: 1 40%
Ciax: &>

Ledipasvir/Sofosbuvir (90
mg/400 mg qd.) +
Dolutegravir (50 mg q.d.)
+ Emtricitabin/Tenofovir
disoproxil fumarat (200
mg/300 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <
GS-331007*:
AUC: &
Cmax: <>
Cmin: <
Ledipasvir:
AUC: &
Cmax: <
Cmin: <
Dolutegravir
AUC: &
Cmax: <
Cmin: <
Emtricitabin:
AUC: &
Cmax: <
Cmin: <
Tenofovir:
AUC: 1 65%
Cmax: 161%
Cmin: 1 115%

Khong cin hiéu chinh liéu.
Sy ting phoi nhiém v6i
tenofovir c¢6 thé lién quan
dén cdc tdc dung khong mong
mudn cia tenofovir, bao g6m
c4 r6i loan chifc ning than.
Nén gidm sdt chit ché chic
ning thin (xem muc Céanh
bdo va than trong khi dung
thudc).

Sofosbuvir/Velpatasvir
(400 mg/100 mg q.d.) +
Atazanavir/Ritonavir (300
mg q.d./100 mg q.d.) +
Emtricitabin/Tenofovir
disoproxil fumarat (200
mg/300 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <
GS-331007%
AUC: &
Cmax: <
Cmin: 1 42%
Velpatasvir:
AUC: 1 142%
Cmax: 1 55%
Cmin: 1301%
Atazanavir:

Nong dd tenofovir trong
huyét tuong ting do dung
dong thdi tenofovir disoproxil
fumarat,

sofosbuvir/velpatasvir va
atazanavir/ritonavir c6 thé
lam tdng cdc tdc dung khong
mong mudn lién quan dén
tenofovir disoproxil fumarat,
bao gém cd rdi loan chic
ning thin. PO an toan cla
tenofovir disoproxil fumarat
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Cic thudc phan theo
nhém diéu tri (liéu theo
mg)

T4c dong 1én ndng do
thudc
Phén trim thay ddi trung
binh trong AUC, C,,ay,
Cmin

Liéu khuy&n céo khi ding
dong thoi véi tenofovir
disoproxil fumarat 300 mg

AUC: &
Cmax: <
Cmin: 17 39%
Ritonavir:
AUC: &
Cmax: <
Cmin: 1 29%
Emtricitabin:
AUC: &
Cmax: <
Cmin: <
Tenofovir:
AUC: &
Cmax: 1 55%
Cmin: 1 39%

khi  phdi  hgp  véi
sofosbuvir/velpatasvir vd mot
chdt ting cudng dugc dong
hoc (vi du: ritonavir hoic
cobicistat) chua dugc thiét
lap.

Nén than trong khi phdi hgp
va theo doi thudng xuyén
chifc ning than, n€u khong c6
cdc liéu phdp thay thé€ khic
(xem muc Canh bdo va thin
trong khi st dung thudc.)

Sofosbuvir/Velpatasvir
(400 mg/100 mg q.d.) +
Darunavir/Ritonavir (800
mg q.d./100 mg q.d.) +
Emtricitabin/Tenofovir
disoproxil fumarat (200
mg/300 mg q.d.)

Sofosbuvir:
AUC: | 28%
Cmax: | 38%
GS-331007%
AUC: «
Cmax: <
Cmin: <
Velpatasvir:
AUC: &
Cmax: | 24%
Cmin: <
Darunavir:
AUC: &
Cmax: <
Cmin: <
Ritonavir:
AUC: «
Cmax: <
Cmin: <
Emtricitabin:
AUC: &
Cmax: <
Cmin: <

Nong dd tenofovir trong
huyét twong ting do ding
ddng thdi tenofovir disoproxil
fumarat,
sofosbuvir/velpatasvir va
darunavir/ritonavir c6 thé lam
ting cdc tdc dung khong
mong mudn lién quan dé&n
tenofovir disoproxil fumarat,
bao gém cd rdi loan chic
ning than. PO an todn cua
tenofovir disoproxil fumarat
khi phdi hgp vGi
sofosbuvir/velpatasvir va mot
chit ting cudng dugc dong
hoc (vi du: ritonavir hoic
cobicistat) chuwa dugc thiét
lap.

Nén thin trong khi phdi hgp
va theo doi thudng xuyén
chifc ning than, n€u khong c6
cdc liéu phdp thay thé& khdc
(xem muc Cdnh bdo va thin




https://vnras.com/

Cic thudc phin theo
nhém diéu tri (liéu theo
mg)

Tac dong 1én nong do
thudc
Phin trim thay d6i trung
binh trong AUC, C,ax,
Chnin

Liéu khuyé&n c4o khi ding
dong thoi véi tenofovir
disoproxil fumarat 300 mg

Tenofovir:

AUC: 1 39%
Cmax: 1 55%
Cmin: 1 52%

trong khi stt dung thudc.)

Sofosbuvir/Velpatasvir
(400 mg/100 mg q.d.) +
Lopinavir/Ritonavir (800
mg/200 mg qd.) +
Emtricitabin/Tenofovir
disoproxil fumarat (200
mg/300 mg q.d.)

Sofosbuvir:
AUC: | 29%
Cmax: | 41%
GS-331007%:
AUC: &
Cmax: <«
Cmin: <>
Velpatasvir:
AUC: &
Cmax: | 30%
Cmin: 7 63%
Lopinavir:
AUC: &
Cmax: <>
Cmin: <
Ritonavir:
AUC: &
Cmax: <
Cmin: <
Emtricitabin:
AUC: <
Cmax: <
Cmin: <
Tenofovir:
AUC: &
Cmax: 1 42%
Cmin: <

Néng do tenofovir trong
huyét tuong ting do ding
ddng thdi tenofovir disoproxil
fumarat,
sofosbuvir/velpatasvir va
lopinavir/ritonavir c¢é thé€ lam
ting cdc tdc dung khong
mong muén lién quan dén
tenofovir disoproxil fumarat,
bao gdm cd rdi loan chic
ning thin. P§ an toan cua
tenofovir disoproxil fumarat
khi ~ phdi  hop  vdi
sofosbuvir/velpatasvir va mot
chit ting cudng dugc dong
hoc (vi du: ritonavir hoidc
cobicistat) chua dudc thiét
lap.

Nén thdn trong khi phdi hgp
va theo doi thudng xuyén
chitc ning than, n€u khong ¢
cdc liéu phédp thay th& khdc
(xem muc Cdnh bdo va thin
trong khi sit dung thudc.)

Sofosbuvir/Velpatasvir
(400 mg/100 mg q.d.) +
Raltegravir (400 mg b.i.d)
+ Emtricitabin/Tenofovir
disoproxil fumarat (200
mg/300 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <
GS-331007°:
AUC: «
Cmax: <«
Cmin: <

Khong can hiéu chinh liéu.
Su ting phoi nhiém véi
tenofovir ¢6 thé lién quan
dén cdc tdc dung khdng mong
mudn cda tenofovir, bao gdm
cd r0i loan chic ning thin.
Nén gidm sdt chit ché chic
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Céc thudc phin theo
nhém diéu tri (liéu theo
mg)

Téc dong 1én nong @6
thudc
Phan trim thay déi trung
binh trong AUC, C,ax,
Cmin

Liéu khuy&n cdo khi diing
dong thai véi tenofovir
disoproxil fumarat 300 mg

Velpatasvir:
AUC: &
Cmax: <
Cmin: <
Raltegravir:
AUC: &
Cmax: <
Cmin: | 21%
Emtricitabin:
AUC: &
Cmax: <
Cmin: <
Tenofovir:
AUC: 1 40%
Cmax: 1 46%
Cmin: 1T 70%

ning thin (xem muc Canh
bdo va thdn trong khi diung
thudc).

Sofosbuvir/Velpatasvir
(400 mg/100 mg q.d.) +
Efavirenz/Emtricitabin/
Tenofovir disoproxil
fumarat (600  mg/200
mg/300 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: 1 38%
GS-331007%:
AUC: &
Cmax: <
Cmin: <
Velpatasvir:
AUC: | 53%
Cmax: | 47%
Cmin: | 57%
Efavirenz:
AUC: &
Cmax: <
Cmin: <
Emtricitabin:
AUC: &
Cmax: <
Cmin: <
Tenofovir:
AUC: 1 81%
Cmax: 1 77%

St  dung  dbéng  thoi
sofosbuvir/velpatasvir va
efavirenz s& lam gidm ndng
dd velpatasvir trong huyét
thanh. Khéng nén dung ddng
thdi sofosbuvir/velpatasvir va
efavirenz.
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Céc thudc phan theo
nhém diéu tri (liéu theo
mg)

Téac dong 1én nong dd
thudc
Phén trim thay ddi trung
binh trong AUC, C,ax,
Cmin

Liéu khuy&n cdo khi diing
ddong thoi véi tenofovir
disoproxil fumarat 300 mg

Cmin: 1 121%

Sofosbuvir/Velpatasvir
(400 mg/100 mg q.d.) +
Emtricitabin/Rilpivirin/

Tenofovir disoproxil
fumarat (200  mg/25
mg/300mg q.d.)

Sofosbuvir:
AUC: &
Cmax: <
GS-331007*
AUC: &
Cmax: <«
Cmin: <
Velpatasvir:
AUC: &
Cmax: <
Cmin: <
Emtricitabin:
AUC: &
Cmax: <>
Cmin: <
Rilpivirin:
AUC: &
Cmax: <
Cmin: <
Tenofovir:
AUC: 1 40%
Cmax: 1 44%
Cmin: 1 84%

Khong cin hiéu chinh liéu.
Su ting phoi nhiém véi
tenofovir ¢6 thé lién quan
dén cdc tdc dung khong mong
mudn cia tenofovir, bao gém
c4 roi loan chifc ning than.
Nén gidm sdt chdt ché chifc
ning thin (xem muc Cdanh
bdo va thdn trong khi dung
thudc).

Sofosbuvir/Velpatasvir/
Voxilaprevir (400 mg/100
mg/100 mg+100 mg q.d.)’
+ Darunavir (800 mg q.d.)
+ Ritonavir (100 mg q.d.)
+Emtricitabin/Tenofovir
disoproxil fumarat

(200 mg/300 mg q.d.)

Sofosbuvir:
AUC: &
Cmax: | 30%
Cmin: N/A
GS-331007*
AUC: <
Cmax: <>
Cmin: N/A
Velpatasvir:
AUC: &
Cmax: <
Cmin: <
Voxilaprevir:
AUC: 1 143%

Nong do tenofovir trong
huyét tuong ting do dung
ddng thdi tenofovir disoproxil
fumarat,
sofosbuvir/velpatasvir/
voxilaprevir va darunavir
/ritonavir ¢6 thé 1am ting cic
tdc dung khdong mong mudn
lién quan dén tenofovir
disoproxil fumarat, bao gém
c4 r6i loan chifc ning than.
b6 an toan ctia tenofovir
disoproxil fumarat khi phoi
hgp véi
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Céc thudc phin theo
nhém diéu tri (liéu theo
mg)

T4c dong 1én nong do
thude
Phan trim thay ddi trung
binh trong AUC, C,ax,
Cmin

Liéu khuy&n cdo khi diing
dong thoi vdi tenofovir
disoproxil fumarat 300 mg

Cmax: 172%

sofosbuvir/velpatasvir/

Cmin: 7 300%
Darunavir:
AUC: &
Cmax: <
Cmin: | 34%
Ritonavir:
AUC: 145%
Cmax: 7 60%
Cmin: <

voxilaprevir va mot chét ting
cudng dugc dong hoc (vi du:
ritonavir hodc cobicistat) chua
dugc thiét 1ap.

Nén thin trong khi phdi hgp
va theo do&i thudng xuyén
chic niang than, n€u khong cé
cdc liéu phdp thay thé khic
(xem muc Canh bdo va than

Emtricitabin:
AUC: &
Cmax: <
Cmin: <
Tenofovir:
AUC: 1 39%
Cmax: 1 48%
Cmin: 1 47%

trong khi sit dung thudc.)

Sofosbuvir

(400 mg q.d.) +
Efavirenz/Emtricitabin/
Tenofovir disoproxil
fumarat

(600 mg/200 mg/300 mg

q.d.)

Sofosbuvir:
AUC: &
Cmax: l 19%
GS-331007%
AUC: &
Cmax: | 23%
Efavirenz:
AUC: <
Cmax: =
Cmin: ©
Emtricitabin:
AUC: &
Cmax: «>
Chin: ©
Tenofovir:
AUC: &
Chax: T25%

Chin: <

Khong can hiéu chinh liéu
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' Dit ligu dudgc tao tir lidu ddng thdi véi ledipasvir/sofosbuvir. Thai gian st dung (cdch nhau 12
gid) cho két qua tuong tu.

* Chat chuyén héa chi y&u clia sofosbuvir.

. Nghién citu duge thyc hién khi bd sung 100 mg voxilaprevir dé dat dugc phdi nhiém
voxilaprevir § nhitng bénh nhian nhiém HCV.

Cdc nghién ciu tuong tdc cia tenofovir vdi cdc thudc khdec.

Khoéng ¢6 tuong tdc duge dong hoc ¢6 y nghia 1am sang khi ding tenofovir disoproxil fumarat
cung v6i véi emtricitabin, lamivudin, indinavir, efavirenz, nelfinavir, saquinavir (ritonavir),
methadon, ribavirin, rifampicin, tacrolimus, hoac cdc hormon norgestimat/ethinyl estradiol.
Tenofovir disoproxil fumarat nén dugc ding chung vdi thic dn, vi thitc dn lam ting sinh kha
dung cia tenofovir.

Do khong c6 cdc nghién citu vé tinh tudng ky cda thudc, khong tron 14n thudc nay véi cac thudc
khéc.

10. TAC DUNG KHONG MONG MUON CUA THUOC:

Tém tdt hé so an toan

HIV-1 va viém gan B: o] nhitng bénh nhin dung tenofovir disoproxil fumarat, cdc trudng hgp
hi€m gip vé suy than, suy gidm chitc ning thin va cdc trudng hgp hi€m gip clia bénh Iy ong
thin gan (bao gdbm hoi chitng Fanconi) doi khi dan dén ba't thudng xuong (thudng xuyén gay ra
gy xudng). Can theo ddi chifc ning thin cho bénh nhin diing tenofovir disoproxil fumarat.
HIV-1: Khodng mdt phan ba s6 bénh nhin ¢6 thé gip phdi cdc phan tng bat 1oi sau khi diéu tri
bing tenofovir disoproxil fumarat két hgp vdi cdc thudc khang retrovirus khdc. Nhitng phdn tng
bat 1gi trén dudng tiéu héa nay thudng 1a nhe dén trung binh. Khodng 1% bénh nhan trudng
thanh dugc di€u trj bing tenofovir disoproxil fumarat da ngitng diéu tri do cdc bién ¢ dudng
tiéu hoa.

Viém gan B: Khodng mot phan tu bénh nhan c¢6 thé gip phéi cdc phan ng bat Igi sau khi didu
tri bing tenofovir disoproxil fumarat, hdu hét 1a nhe. Trong cdc thi nghiém lam sang trén bénh
nhin nhi€ém HBV, phin ng bat 1¢i thudng gip nhdt véi tenofovir disoproxil fumarat 13 budn
non (5,4%).

Tinh trang viém gan cdp tinh dd dugc bdo cdo & nhitng bénh nhan dang diéu tri cling nhu &
nhitng bénh nhin da nging diéu tri viém gan B,

Bdng liét ké cdc tdc dung khong mong mudn ciia thudc:

Cdc tan sudt dugc phan loai nhu sau: rat thudng gip (>1/10), thudng gip (>1/100 d&n <1/10), it
gip (>1/1000 dén <1/100), hi€m gip (=1/10 000 d&n <1/1000), r&t hi€m gip (<1/10 000), khdng

rd tin suat.
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Tén sud't Tac dung khong mong mudn

Roi loan chuyén hod va dinh duong

RAt thudng gdp:  |Gidm phosphat huy€t

ft gip: Gidm kali huy&t
Hiém gip: Nhiém toan lactic

Ro6i logn thin kinh trung uong:

R4t thudng gip: |Chéng miit

Thudng gip: DPau diu

RO loan tiéu hod:

Rat thudng gip:  |Tiéu chdy, non va budn ndn

R Thudng gip DPau bung, titc bung, day hdi
ft gap: Viém tuy
R&T loan mat:
Thudng gép: Tdng enzym gan
Hié€m gip: Gan nhiém md, viém gan

R&i loan da va cdc mo dudi da

R4t thudng gdp  |Phét ban

Hiém gip: Phl mach

R67 loan co xuong va mé lién két

ft gip Tiéu cd van, nhugc cd

Hi€m gip: Nhuyén xuong (bi€u hién nhu nhifc xuong, thudng bi ran xudng), dau cd

R6i loan chitc ndng thdn-tiét niéu

ft gap Téng creatinin, bénh than (bao gdm hoi chitng Fanconi)

Hiém gip: S.uy than cap tiflh, suy théjn, hoai ti 6ng than cdp, viém thin (bao gdm ci
viém thdn k& cép tinh), ddi thdo nhat do than

Toan than:

Rat thudng gdp  [Suy nhudc

Thudng gédp: Mét méi

* Thong bdo ngay cho bdc sy hodc dugc sy nhiing tic dung khong mong mudn gdp phdi khi sit
dung thudc.
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11. QUA LIEU VA CACH XU TRI:

Triéu chitng:

N&u qué lidu x4y ra, bénh nhin phdi dugc gidm sit cdc d&u hiéu bat thudng dé tim bing ching
doc tinh ctia tenofovir, va diéu tri ho trg tiéu chuén dugc dp dung khi can thiét.

Cdch xit tri:

Tenofovir ¢6 thé dugc loai bd bing thAim phidn mau; do thanh thai trung binh ctda tenofovir la
134 ml/phit. Khong rd li¢u tenofovir ¢o thé dugc loai bd bing thim phéan phiic mac hay khong.
Tich cyc theo doi d€ c6 bién phap xi tri kip thdi

12. PAC TINH DUQC LUC HOC:

Nhém dugc ly: Thudc khang virus sit dung toan than; Thude e ch& enzym sao chép ngudgc
- nucleosid va nucleotid.

Ma ATC: JO5AFO07

Co ché tdc ddng va tdc dung dugc luc hoc

Tenofovir disoproxil fumarat 12 dang mudi fumarat ctia tién cha't tenofovir disoproxil. Tenofovir

disoproxil dugc hap thu va chuyén thanh tenofovir, 1a mot chiat tudng tu nucleosid
monophosphat (nucleotid). Sau do, tenofovir dudc chuyén héa thanh chit chuyén héa ¢ hoat
tinh, tenofovir diphosphat, mot chit k&t thic chudi bit budc, bing cdch cau thanh cdc enzym
ciia t&€ bao. Tenofovir diphosphat c6 thdi gian ban thdi ndi bao la 10 gid trong t&€ bao di hoat
héa va 50 gi & t€ bao don nhan mdu ngoai vi & trang thdi nghi (PBMC). Tenofovir diphosphat
{ic ch& enzyme phién ma ngugc HIV-1 va HBV polymerase bang cdch tranh chap véi cd chat ty
nhién deoxyribonucleotid va ch&m ddt kéo dai thém chudi DNA sau khi gdn vao DNA.
Tenofovir diphosphat 1a chat tc ché y&u cédc polymerase ndi t€ bao a, p va v. o] nong do 1én tdi
300 pmol/l, tenofovir khong tdc dung lén qué trinh téng hgp DNA ty thé hodc sdn xudt acid

lactic trong in vitro.

13. PAC TiINH DUQC PONG HOC:
Tenofovir disoproxil 12 mot tién chat dang ester tan trong nudc, dugc chuyén d6i nhanh chong

trong in vivo thanh tenofovir va formaldehyd. Tenofovir dugc chuyén héa ndi bao thanh
tenofovir monophosphat va chat chuyén héa c6 hoat tinh tenofovir diphosphat.

Hdp thu

Sau khi cho ngudi nhiém HIV udng tenofovir disoproxil fumarat, thu6c duge hap thu nhanh
chéng va chuyén sang dang tenofovir. Theo doi liéu dung tenofovir disoproxil fumarat 4] ngu’dl
bi nhiém HIV cung vdi bita dn, gid tri trung binh ndng dd tenofovir (% CV) Cmax, AUC va
Cmin tuong tng 1a 326 (36,6%) ng/ml, 3,324 (41,2%) ng.gio/ml va 64,4 (39,4%) ng/ml. Nong dd
tenofovir t8i da trong huy&t thanh trong vong 1 git sau khi ding thudc lic déi va trong vong 2
gid khi dung vao bita dn. Sinh khi dung dudng udng cia tenofovir dudi dang tenofovir
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disoproxil fumarat & bénh nhan udng lic d6i khodng 25%. St dung tenofovir disoproxil fumarat
cling bita &n nhiéu chat béo lam ting sinh khd dung dudng udng, véi su gia tdng tenofovir AUC
khodng 40% va Cmax khodng 14%. Sau khi dung tenofovir disoproxil fumarat liéu dau tién vao
Iic dd 4n no, gid tri Cmax trung binh trong huyét thanh dao ddng tir 213 dé&n 375 ng/ml. Tuy
nhién, st dung tenofovir disoproxil fumart ciing vdi bita dn nhe khoéng c6 4nh hudng ding ké
1én dugc ddng hoc cia tenofovir.
Phén bé
Sau khi tiém tinh mach, thé tich phan b& tenofovir & trang thdi &n dinh duge ude tinh 12 khodng
800 ml/kg. Sau khi udng tenofovir disoproxil fumarat, tenofovir dugc phan bd dé€n hdu hét cic
md v6i ndng do cao nhi't & than, gan va rudt (nghién ciu tién 1am sang). Thi nghiém in vitro vé
ty 1& thudc gdn k&t véi protein huy€t twong hodc protein huyét thanh 1an lugt dudi 0,7 va 7,2%,
véi ndng do tenofovir nim trong khodng tir 0,01 dén 25 pg/ml.
= Chuyén héa

Céc nghién cttu in vitro da khing dinh cd tenofovir disoproxil fumarat hoac tenofovir déu khong
phdi 1a chat nén chuyén héa qua enzym CYP450. Hon nifa, & nong dd cao hon dang ké (gip
khodng 300 1an) so v6i ndng dd dugc quan sdt thdy trén in vivo, tenofovir khong tc ché& chuyén
héa thudc in vitro qua trung gian cla bat ky isoenzym CYP450 ndo clia ngudi c¢é lién quan dén
sy chuyén héa thude (CYP3A4, CYP2D6, CYP2C9, CYP2EL, CYP1A1/2). Tenofovir disoproxil
fumarat & ndng do 100 umol/l khong c6 tic dung 1én bat ky ddng vi CYP450 nao, ngoai trir
CYP1A1/2, trong d6 lam gidm thi€u ddng k€ sy chuyén héa ciia chit nén CYP1A1/2. Dua trén
nhitng dit liéu nay, khong c6 tuong tic ¢6 y nghia ldm sang lién quan dén tenofovir disoproxil
fumarat va cdc san pham thudc dugc chuyén héa bdi CYP450.
Thdi trix
Tenofovir dudgc thai trit chi yéu qua thin bing cd con dudng loc than va bai tiét tich cuc qua
ong than vdi khodng 70-80% liéu dung dudgc bai tiét qua nudc tiéu dudi dang khong ddi sau khi

- tiém tinh mach. P9 thanh thdi tdng xap xi 230 ml/gid/kg (khodng 300 ml/phiit). P9 thanh thai
qua thin dugc udce tinh 12 khodng 160 ml/gi/kg (khodng 210 ml/phiit), cao hon nhiéu so véi tdc
do loc & cdu than. Piéu nay cho thdy qud trinh bai ti€t qua dng than 13 mot phdn quan trong
trong viéc thdi trir tenofovir. Sau khi udng, thdi gian bdn thdi clia tenofovir khodng 12 d&n 18
gio.
Cdc nghién citu da thi€t 1dp con dudng bai ti€t qua dng than cda tenofovir 1a dong chiy vao t&
bao 6ng lugn biing cdc anion van chuyén hitu ¢ & ngudi (hOAT) 1 va 3 va di vao nudc tiéu
bdi protein da khang 4 (MRP 4).
Tuyén tinh/khong tuyén tinh

Dugc dong hoc cta tenofovir khéng phu thudc vao liéu tenofovir disoproxil fumarat trong
khodng liéu 75 d€n 600 mg va khong bi dnh hudng khi ding lidu lap lai & bat ky mic lidu ndo.
Tudi tdc

Cé4c nghién citu dugc dong hoc chua dudc thyc hién & ngudi cao tudi (trén 65 tudi).



https://vnras.com/

Gidi tinh

Dit ligu han ch& vé dugc dong hoc clia tenofovir & phu nif cho thdy khong c¢6 dnh hudng 16n vé

gidi tinh.

Chiing téc

Dugc dong hoc chura duge nghién citu cu thé & cdc nhém chiing toc khdc nhau.

Tré em

HIV-1: Dugc dong hoc ctia tenofovir & trang thdi 6n dinh dudc ddnh gia 3 8 bénh nhan vi thinh

nién (tir 12 dén dudi 18 tudi) nhiém HIV-1 vdi trong lugng cd thé > 35 kg. Cpax trung binh va

AUC trung binh lan lugt 12 0,38 + 0,13 ug/ml va 3,39 + 1,22 ug. h/ml. Phdi nhiém tenofovir &

bénh nhén vi thanh nién dang dung licu udng tenofovir disoproxil fumarat 300 mg/ngay tudng

ty nhv & ngudi trudng thanh khi dung liéu tenofovir disoproxil fumarat 300 mg/ngay.

Viém gan B man tinh: Nong do tenofovir § trang thdi dn dinh ctia thudc bénh nhan thanh thi€u

nién (12 dén dudi 18 tudi) nhiém HBV ding liéu tenofovir disoproxil fumarat 300 mg/ngay

tudng ty nhv phoi nhi€m & ngudi trudng thanh khi dung liéu tenofovir disoproxil fumarat 300

mg/ngay

Céc nghién cttu duge dong hoc ctia tenofovir disoproxil fumarat khong dudc thuc hién & tré em

dudi 12 tudi hodc tré em bi suy than.

Suy thdan

Cédc thong s6 duge dong hoc cia tenofovir duge xdc dinh sau khi diung mot liéu tenofovir

disoproxil fumarat 300 mg trén 40 bénh nhan khong nhiém HIV va HBV vdi mic do suy thin

khdc nhau, phén loai theo do thanh thdi creatinin (CrCl) (chtc ndng thin binh thudng khi CrCl >

80 ml/phut; suy thdn nhe vdi CrCl = 50-79 ml/phit; suy than trung binh véi CrCl = 30-49

ml/phit va suy thin ndng v6i CrCl = 10-29 ml/phiit). So véi nhitng bénh nhén c¢6 chifc ning thin

binh thudng, ndng dd tenofovir trung binh (% CV) ting tir 2,185 (12%) ng.gid/ml & nhitng ngudi

¢6 CrCl> 80 ml/phiit 1€n tuong ng 3,064 (30%) ng.gid/ml, 6,009 (42%) ng.gid/ml va 15,985
= (45%) ng.gid/ml & bénh nhén suy than nhe, trung binh va ndng. Bénh nhan suy than si dung

liéu khuyén cdo, véi khodng cdch giita hai lan dung thudc kéo dai, c6 ndng do dinh trong huyé&t

tuong cao hon va ndng do Cmin thdp hon so vdi bénh nhan ¢6 chic ndng thdn binh thudng.

Chua 13 vé 4nh hudng trén 1dm sang ctia viéc nay.

o] nhitng bénh nhan mic bénh than giai doan cudi (ESRD) (CrCl <10 ml/phiit) cin thim phan

mdu, ndng do tenofovir giffa cdc 1an thAm phan ting ddng k€ trong 48 gid vdi Cmax trung binh

la 1,032 ng/ml va AUC.4gn trung binh 1a 42,857 ng.gid/ml.

biéu nay khuyén cdo ring nén diéu chinh khodng cdch gilta hai 1an ding tenofovir disoproxil

fumarat 300 mg & nhitng bénh nhin ¢6 CrCl <50 ml/phiit hodc & nhitng bénh nhan ESRD va cin

thAm phin mau.

Dugc dong hoc cilia tenofovir § bénh nhan khdng thAim phian mdu c¢6 do thanh thai creatinin <10

ml/phit va & bénh nhan ESRD dugc thim phin phiic mac hodc cdc hinh thitc loc mdu khac chua

dugc nghién ciru.
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Dugc dong hoc cila tenofovir & tré em suy than chua dugc nghién ctfu. Khong ¢6 dit liéu c6 sdn
dé dua ra khuyén nghi liéu.
Suy gan
Liéu duy nhat 300 mg tenofovir disoproxil fumarat dugc dung cho nhitng bénh nhin trudng
thanh khong nhiém HIV va HBV & mic do suy gan khdc nhau dudc xdc dinh theo phin loai
Child-Pugh-Turcotte (CPT). Dugc dong hoc tenofovir khong thay ddi dang ké & nhitng bénh
nhin suy gan, nén khong can diéu chinh liéu & nhitng déi tugng nay. Céc gid tri duge dong hioc
trung binh cta tenofovir (% CV): Cmax va AUC., & ngudi binh thudng 1dn lugt 1a 223 (34,8%)
ng/ml va 2,050 (50,8%) ng.gid/ml so v4i 289 (46,0%) ng/ml va 2,310 (43,5%) ng.gid/ml § nhitng
ngudi bi suy gan trung binh, va 305 (24,8%) ng/ml va 2,740 (44,0%) ng.gid/ml & nhifng ngudi bi
suy gan ning.
Duoc dong hoc néi té bao

— Trong t€ bao don nhan mdu ngoai vi (PBMC) khong ting sinh clia ngudi, thdi gian bdn théi ctia

tenofovir diphosphat dugc tim thdy 1a khodng 50 gid, trong khi thdi gian ban thai trong t€ bao
PBMC dugc kich thich bing phytohaemagglutinin 12 khodng 10 gid.

14. QUY CACH PONG GOTI:
Hop 01 vi x 05 vién, Hop 05 vi x 05 vién, Hop 10 vi x 05 vién, Hop 03 vi x 10 vién, Hop 05 vi x
10 vién, Hop 10 vi x 10 vién, Chai 30 vién, Chai 100 vién.

15. PILU KIEN BAO QUAN:
Dudi 30°C, noi kho rdo, tranh dnh sdng.

16. HAN DUNG CUA THUOC:
36 thang k& tif ngay sin xuat.

17. TIRU CHUAN CHAT LUQONG CUA THUOC:
Tiéu chuin cd s& (TCCS)

18. TEN, PIA CHI CUA CO SG SAN XUAT:

CONG TY €O PHAN DUGC PHAM KHANH HOA

Dia chi: Pudng 2/4, Khém Pong Bic, Phudng Vinh Hoa, Thanh phd Nha Trang, Tinh Khdnh Héa.
Nha Trang, ngay~? thang "4 nam 2022

CONG TY
CO PHAN
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