Rz

HEPA-TAF

THUGCNAYCHI DUNGTHEODON mudc
DEXATAMTAY TREEM. :
DOCKYHUGNG DAN SUDUNG TRUGCKHIDUNG.

THANH PHAN:Cho 1vién

-Thanh phéan dugc chét: Tenofovir alafenamide fumarate
tuong duong véi 25 mg tenofovir alafenamide.

-Thanh phén ta dugc: Lactose monohydrate, microcrystalline
cellulose, croscarmellose sodium, magnesium stearate,
opadry Il 85F505153 blue vita d.

DANG BAO CHE: Vién nén bao phim (vién nén bao phim,
mau xanh, hinh bau duc, mét méat cé s6“257 mot mat c6 chir
=TAY):
CHIPINHPIEUTRI:
Thuéc duoc chi dinh dé diéu tri bénh viém gan siéu vi B
man tinh & ngudi I6n va thanh thiéu nién (ti 12 tudi trg
Ién c6 trong lugng cathéitnhat35kg).

LIEULUQGNG VA CACHDUNG:
Thuéc can dugc huéng dan diéu tri bai mot bac si cé
kinh nghiém diéu tri viém gan siéuviBmantinh.
Liéuluong:
Ngudildn va thanh thiéu nién (tir 12tuditrélén cé trong
lugng cothé téi thiéu 35 kg): Mot vién, motlan moingay.
Ngung diéutri
Viécngung diéu trico thé dudcxem xét nhusau:
- O nhiing bénh nhan c6 HBeAg duong tinh khéng cé xo
gan, nén dung thudc it nhat 6 -12 thang sau khi chuyén
déi huyét thanh HBe (méat HBeAg va mat HBV DNA ¢6
phét hién anti-HBe) dugc xac dinh hodc cho dén khi
chuyén déi huyét thanh HBs hoac bi mat hiéu qua. Can
theo doi thudng xuyén sau khi ngung diéu tri dé phat
hién cactruong hgp tai phat.
- O nhimng bénh nhan c6 HBeAg am tinh khéng c6 xo
gan, nén dung thudc it nhét la cho dén khi chuyén déi
huyét thanh HBs hodc c6 bang ching bi mat hiéu qua.
Khi diéu tri kéo dai hon 2 ndm, can danh gij lai thudng
xuyén dé xac nhan rang viéc ti€p tuc diéu trj van con
thich hogp chobénh nhan.
Liéubéquén
Néu mot liéu bi bo quén va it hon 18 gio sau thai gian
udng thudc binh thudng, bénh nhén can ugng bu mét
vién cang sém cang t6t khi nhd ra. Néu hgn 18 gid sau
thai gian udng thudc binh thudng, bénh nhan khong

Ven nén bao phzm

can uéng bl va chi can uéng nhimg vién thudc tiép
theo choding gio

Néu bénh nhan bi 6i trong vong 1 gid sau khi uéng
thudc thi phaiudng bu lai 1 vién khac, néu bi disau 1 gi
uéng thudc thi khéng can udng lai vién khac.

Ngu®icao tudi

Khong can chinh liéu cho ngudi cao tudi tl 65 tudi trd
lén.

Suythdn

Khéng can diéu chinh liéu cho ngudi 16n hodc thanh
thiéu nién (tudi tir 12 tudi trd 1én va c6 trong lugng co
thé it nhat 35 kg) bi suy than c6 do thanh thai creatinin
(CrCl) = 15 ml/pht hoac & cdc bénh nhan ¢ CrCl <15
mL/phut dang thdm tach mau.

Trong nhiing ngay tham tdch mau, nén dung thudc sau
khihoan tatviéctham tach.

Khéng khuyén céo dung thudc cho bénh nhan ¢é CrCl
<15 ml/phut, khéng dugc thdm tach mau.

Suygan

Khéng céan chinh liéu chobénh nhan bisuygan.

Tréem

Tinhan toan va hiéu qua khidung thuéc cho tré em dudi
12 tudi hoac trong lugng co thé < 35 kg chua dugc thiét
lap.

Cach dung: Thudc dung qua dudng uéng cung vdi thic
an.

CHONG CHIDINH:

Qua man cam vdi tenofovir alafenamide hay bat ctrthanh
phan nao ctia thuéc.

CANHBAOVATHANTRONG KHISU DUNG:

Lay nhiém HBV

Bénh nhan cdn dugc thong bao rang thuéc nay khong
ngan ngufa dugc nguy ca lay nhiém HBV cho nguai khac
théng qua tiép xtc tinh duc hodc nhiém truing mau. Can
phai tiép tuc st dung céc bién phap phong ngura thich
hop.

Bénh nhan bisuy gan matbu

Chua coé dliéu vé tinh an toan va hiéu qua cda thuéc &
nhing bénh nhan nhiém HBV bi suy gan mat bu va c6
diém sé Child Pugh Turcotte (CPT)> 9 (tic 13 loai C).
Nhing bénh nhan nay c6 nguy co cao hon bi cac tac
dung phu nghiém trong & gan hoac than. Do d6, cac
théng sé vé gan mét va than can duoc theo déi chatché
trongnhombénh nhan nay.

Viémgantrdnang

Bung phdtkhidiéutri

Céc dgt trd nang ty phat viém gan B man tinh la tuong
ddi phé bién va dugc phan biét béi sy ting tam thoi
alanine aminotransferase huyét thanh (ALT). Sau khi bat
dau diéu tri bing thudc khéng virus, ALT huyét thanh cé
thé tang @ mét s6 bénh nhan. 0 nhiing bénh nhan suy
gan con bu, su gia tang ALT huyét thanh thuong khong
di kém vdi tang néng do bilirubin huyét thanh hodc suy
gan mét bl. Cac bénh nhéan bi xo gan ¢6 thé c6 nguy co
cao bi suy gan méat bu sau dot trd nang cGa bénh viém
gan va do d6 can duac theo doi chit ché trong khi diéu
tri.

Bung phdt saungung diéu tri
Viém gan bj tré ndng da dugc bao céo & nhiing bénh
nhan da ngling diéu tri viém gan B, thuong két hop véi
viéc tang néng dé HBV DNA trong huyét tuong. Da s6
trudng hop la tukhéi nhung bénh tréndng hon, ké ca co
két qua tir vong, c6 thé xady ra sau khi nging diéu tri
viém gan B. Can theo doi chic nang gan ca trén lam
sang va can lam sang trong cac khoang thdi gian lap lai
trong it nhat 6 thang sau khi ngung diéu tri viém gan B.
Néu thich hop, cé thé d@dm bao viéc tiép tuc diéu triviém
ganB.

Khéng khuyén cdo ngung diéu tri viém gan & céc bénh
nhan bj bénh gan tié€n trién hoac xo gan, vi viém gan bi
trd nang sau diéu tri c6 thé dan dén suy gan mat bu. Cac
con dau gan bung phat dac biét nghiémtrong va doikhi
gay tirvong & cac bénh nhan bisuy ganmat bu.
Suythan

Bénhnhdn cé dé thanh thai creatinin <30 ml/phut

Viéc st dung thudc nay moét 1an méi ngay & cac bénh
nhan ¢6 CrCl 2 15 mL / phat nhung <30 mU/phtt va &
nhimgbénh nhan cé CrCl <15 mL/phut dang tham tach
mau chiduatrén cac dirliéu dugc dong hoc rat han ché.
Chua c6 dit liéu an toan vé viéc st dung thudc nay dé
diéu tri bénh nhan nhiém HBV vdi CrCl <30 mL/phut.
Khong khuyén céo dung thudc nay cho cac bénh nhan
¢4 CrCl <15 ml/phut ma khong dugc tham tach mau.
Poctinhtrénthan

Khong thé loai tri nguy co tiém anvédoctinhtrénthan
do tiép xuc lau dai véi nong 4o thap tenofovir do dung
tenofoviralafenamide.

Bénh nhan déng nhiém HBV va viém gan siéu vi Choac D
Chua c6 dirliéu vé tinh an toan va hiéu qua ctia thuéc nay &
cac bénhnhan déng nhiém virus viém gan Choac D.Can
tuan theo cac hudng dan trong diéu triviemgan C.
péngnhiémviém gan siéuviBvaHIV

Can phai choxét nghiém khang thé HIV cho tat cad bénh
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nhan nhiém HBV ma chua biét r tinh trang nhiem HIV-1
' trudc khi bat dau diéu tri bing thude nay. Onhiing bénh
nhan déng nhiém HBV va HIV. Can phéi hop thuéc nay
véi cac thuéc khang retrovirus khac dé dam bao bénh
nhan c6 phac d6 dé diéu tri HIV thich hop.
' Dung két hop véi cacthubckhac
Khéng nén dung thuéc nay chung vdi cac thudckhac co
chua tenofovir disoproxil fumarate, tenofovir alafenamide
hoac adefovir dipivoxil.
Khéng khuyén céo dung cung lic thudc nay vai mét s6
thudc chéng co giat (nhu carbamazepin, oxcarbazepin,
phenobarbital va phenytoin), thuéc khang vi khuan lao
(nhu rifampicin, rifabutin va rifapentin) hoac St. John’s
wort, tat ca déu la chat gay cam ung P-glycoprotein (P-
gp) c6 thé lam gidam néng do tenofovir alafenamide
trong huyéttuong.
Khong khuyén cao dung két hgp thubc nay vdi cac chat
Uc ché manh P-gp (nhu: Itraconazol va ketoconazol) ¢6
thé lam tang néng dé tenofovir alafenamide trong
uyéttuong.
(héngdungnap lactose
"huéc nay chua lactose monohydrate. Do do, khong
1én dliing thudc nay cho cac bénh nhan c6 cacvan dédi
ruyén hiém gap vé khong dung nap galactose, thiéu
actase hoackém hap thuglucose-galactose.

TRUONGHOP COTHAIVA CHO CONBU:
Phunucéthai

Chua co hoac cé rat it dir liéu (it hon 300 két qua thai ky)
tur viéc st dung tenofovir alafenamide & phu nir ¢6 thai.
Tuy nhién, mét lugng I6n dir liéu vé phu nif mang thai
(hon 1000 két qua phaoi nhiém) cho thdy khong gay di
dang hay doc hai cho thai nhi/tré sa sinh lién quan dén
viéc st dung tenofovir disoproxil fumarate. Cac nghién
clu trén dong vat cho thay khéng gay doc tinh vé sinh
san. Viéc st dung thudc nay c6 thé dugc xem xét trong
thaiky, néu canthiét.

Choconbu

Chua biét tenofovir alafenamide ¢6 bai tiét ra qua stra
me hay khéng. Tuy nhién, trong cac nghién ctu trén
ddng vat, da cho thay tenofovir dugc bai tiét qua sira.
Chua c6 ddy du théng tin vé tdc dung clia tenofovir g tré
so sinh/tré em. Chua thé loai trir cAc nguy co cho tré em
bu sira me; do d6, khong nén dung thuéc nay trong thoi
gianchoconbu.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE,
VAN HANH MAY MOC:

Thudc khong cé hodc cod anh hudng khéng dang ké dén
kha nang lai xe va van hanh may méc. Can théng bao
cho bénh nhan vé kha niang gy chéng mét khi diéu tri
bangthudc nay.

TUONG TAC, TUONG KY VGI CAC THUOC KHAC VA
CACDANGTUONGTACKHAC:

Céc nghién cfu tuong tdc méi chi duoc thuc hién &
nguailén.

Khéng nén dung thuéc nay chung vdi cac thuéc cé chia
tenofovir disoproxil fumarate, tenofovir alafenamide
hoac adefovir dipivoxil.

Céc thubc c6 thé gay anh huéng dén tenofovir alafenamide
Tenofovir alafenamide dugc van chuyén bdi protein P-gp
va/hoac protein khang ung thuvua (BCRP). Cac thubec gay
cdm ung P-gp (nhu: Rifampicin, rifabutin, carbamazepin,
phenobarbital hodc St. John's wort) c6 thé lam giam néng
do trong huyét tuong cla tenofovir alafenamide, diéu nay
c6 thé dan dén mat hiéu qué diéu tri cia thudc. Khong
nén str dung cuing lic cac loai thudc nhu vay vdi thudc
nay.

Dung két hgp thudc nay véi cac thube Uc ché P-gp va /
hodc BCRP c6 thé lam tdng ndng d¢ trong huyét tuong
cua tenofovir alafenamide. Khéng nén dung két hop
cacthuéc tc ché manh P-gp vdi thubc nay.

Tenofovir alafenamide 13 co chat cia OATP1B1 va
OATP1B3invitro.Sy phan bé cla alafenamide tenofovir
trong cd thé cé thé bi anh huéng bdi hoat tinh cta
OATP1B1va/hodac OATP1B3.

Anh hudnq clia tenofovir alafenamide déi vdi cac thudc
khac

Tenofovir alafenamide khéng phai la chdt Gc ché
CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 hoac
CYP2D6 trong in vitro. N6 khong phai la mét chat e ché
CYP3Atronginvivo.

Tenofoviralafenamide khéng phaila chat (fc ché enzym
uricine diphosphate glucuronosyltransferase (UGT) 1A1 cla
ngudi trong in vitro. Chua biét liéu tenofovir alafenamide c6
phaila chat tc ché cdcenzyme UGT khac hay khéng.
Cac thong tin tuong tac thudc cla thudc nay véi cac
thuéc khac dung déng thoi co tiém nang tuong tac
dugctém tattrong Bang 1 dudi day (cac ky hiéu tang“1”,
giam”|", khong thay d6i“«", haildn méingay“b.i.d’; liéu
duy nhat la “s.d”"", mét I1an mdi ngay “q.d. "va tiém tinh
mach“IV"). Cac tuong tac thudc duge mé ta dua trén cac
nghién ctru dugc tién hanh vdi tenofovir alafenamide,
hoac cé tiém nang tuong tac co thé xay ra vdithudc nay.

Bang 1:Sutuong tac gidta thudc nay va cac thuéc khéc

ubc theo nhém diéu tr| Mic 83 thc 8dng trén thuSe. ** | Khuyén cho lin quan ding kit hop vél thubc nay |
7514 trung binh (khodng tin cby | |
90%) cho AUC.C . C |
|cAc THUBC cHOWG CO GIAT |
|carbamazepin Tenofovir alafenamide [Khéng khuyén clo dung két hop |
(300 mg uéng, bid) 1C..043(036,051) |
| AUC 0,45 (040,051) \
[Tenofovir alafenamide * Tenofovir |
(25 mg ubng, 5.d) | C..0.70(065.0.74) |
. AUC 0,77 (0,74,0.81) |
Oxcarbazepin [Tuong tac chua uac nghién cuu.  Khong khuyén clo ding két hop. |
Phenobarbital Dy kién: J
§ Tenofovir
Phenytoin [Tuong tic chua duoc nghién ciu.  (Khong khuyén cio dung két hop. |
Dy kién: ‘
| Tenofovir alafenamide |
[Midazolam * IMidarolam Khéng cdn idu chinh lidu mecazolam (ding dudng
(2.5 mg ubng, s.d) e~ C . 1.02(092.1.13) ubng hodc V)
[Tenofovir alafenamide * |~ AUC 1,13 (1,04,1,23)
(25 mg ubng. a.d)
Midazolam * Midazolam
(' mg v, s.d) =~ C._0.99(089,1,11)
enofovir alafenamide s AUC 1,08 (1,04, 1,14)
(25 mg udng, q.d)
(CAC THUOC CHONG TRAM CAM
Sertraline Tenofovir alafenamide Xhong cén didu chinh iéu thubc nay hodc sertraline
(50 mg dudng uéng, s.d) — C . 1,00(0,86,1,16)
— AUC 0,96 (0,89, 1,03)
[Tenofovir alafenamide * Tenofovir
(10 mg, dusng ubng q.d.) = €. 1,10(1,00,1.27)
—~ AUC 1,02 (1,00, 1,04)
— C._1.01(0.99.1.03)
Sertraline [Sertraline
(50 mg dudng ubng, s.d) = C 1,14 (0,94, 1,38)
[Tenofovir alafenamide * = AUC0,93(0.77,1,13)
(10 mg, Gueng usng, qd)
(CAC THUGC KHANG NAM |
{itraconazol lv.nngmmmm.xngmm Im khuyén cho diing két hop.
|Ketoconazol Du kién:
1 Tenofovir alafenamide
CAC THUGC KHANG KHUAN
Rifampicin ‘uong tic chua duoc nghién cuu.  (Khéng khuyén céo ding két hop.
Rifapentine Dy kién:
| Tenofovir alafenamide
Rifabutin Tuang tic chud Auge nghidn alu.  (Khdng khuyén cio dung kit hop.
Dy kién:
| Tenofovir alafenamide
CAC THUGC KHANG VIRUS HCV. |
Sofosbuvir (400 mg duéng vong thc chua dugc nghidn clu.  |Khdng cin chinh liéu thuc nay hodc sofosbuv.
ubng, q.d.) Dy kién:
+~+ Sofosbuvir
— G5-331007
Ledipasvir / sofosbuvir |Ledipasvir [Khang chin chinh iéu thusc nay hodc ledipaswr /
(90 mg / 400 mg duong udng. [~ C _ 1,01 (0.97,1,05) isofosbuvir.

q.d)
Tenofovir alafenamide *
(25 mg dudng usng, q.d)

= AUC 1,02 (0,97, 1,06)
1~ C o 1,02(0.98,1,07)
Sofosbuvir

~ C._ 0,96 (0,89, 1,04)
— AUC 1,05 (1,01,1,09)
GS-331007*
~C._1,08(1,051,11)
- AUC 1,08 (1,08, 1,10)
[~ Coa 1,0 (1,07,1,12)
Tenofovir alafenamide
~C__1,03(0,94,1,14)
~ AUC 1,32 (1,25, 1,40)
Tenofovir

1€ 1,62(1.56,1.68)

T AUC 1,75 (1,69, 1.81)
1C 1.85(1.78,1.92)

Sofosbuvir / velpatasvir

q4d)

(400 mg / 100 mg dudmg ubng, Dy kién: patasvir

Tuong tc chua GuTK nghidn clu.  (Khang cin chinh liéu thubc niy hodc sofosbuvir /

-~ Sofosbuvir

o+ GS5-331007
| Velpatasvir

|1 Tenofovir alafenamit

[CAC THUGC KHANG RETROVIRUS HIV - CAC CHAT UC CHE PROTEASE

[Atazanaw / cobicistat Tenofouir alafenamide Khang khuyén céo dung két hep.
300 mg / 150 mg 8ung ubng. |1 € 1,80 (1.48, 2.18)
‘qmm s 1 AUC 1.75 (1.5, 1.98)
Tenofovir alafenamide * "‘c'°“°"3':6 o
w503, qd) 1€.3.16(3.00,3,
(10 mg dubmg 1 AUC 3.47 0.29, 3.67)
1€ 373(3,54,393)
IAtazanarvir
o+ C 0,98 (0.94,1,02)
e+ AUC 1,06 (1,01, 1,11)
€ 1,18(1,06,1.31)
(Cobicistat
= C_0,96(092,1,00)
== AUC 1,05 (1,00, 1,09)
1€ _1350.21,151)
LS Do and
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[Khang khuyén cdo dung két hop

Atazanavir / monavw [Tenofowr olafenamide !
(300 mg /100 mg 8udng udng. (1C _ 1.77(1.28, 2.44)
qd) 1 AUC 1.91 (1.55.235) |
Tenofovir alafenamide * Tenolovir
(10 mg 8usng usng. .4) 1€ _2.12(186.2.43)
1 AUC 2.62 (2.14,3,20)
|Atazangvir
e C _ 0,98 (0.89,1,07)
o AUC 0.99 (0.96,1,01)
e C _ 1.00 (0.96.1.08)
Darunavir / cobicistat Tenolovir alafenamide Khong khuyén cao dung két hop
(800 mg / 150 mg Gung ubng, [~ C _ 093(0.72.1.21)
qd) + AUC 0,98 (0.80,1,19)
Tenofovir alafenamide Tenofovir
(25 mg dung uéng. qd) 1€ 3.16(3.00,3.33)
1 AUC 3.24 (3,02, 3.47)
1C321(2.90,3.54)
iDarunavir
o C . 1,02(0,96,1,09)
— AUC 0,99 (0.92. 1.07)
[~ C _097(0.82.1,15)
Cobicistat
o~ C.1.06(1,00,1,12)
[ AUC 1,09 (1,03, 1.15)
—~ € 1.11(0.98,1,25)
Darunavir / ritonavir Tenofovir alafenamide [Knang khuyén co ding két hop.
(800 mg / 100 mg dueng udng. |t C . 1,42(0,96, 2.09)
qd) — AUC 1,06 (084, 1,35)
Tencfovir alafenamide * Tenofovir
(10 mg duong udng, s.d) 1 € 242(1,98,2.95)
t AUC 2,05 (1,54, 2.72)
Darunavir
€, 099(091,1.08)
— AUC 1,01 (0,96, 1,06)
(. 1.13(0,95.1,34)
Lopinavir / ritonavir Tenoforir alafenamide Kndng khuyén c80 dung két hop
(800 mg / 200 mg dutmg uéng. (1€ _ 2.19(1.72,2.79)
ac) 1 AUC 147 (1,17,1,85)
Tenofovir alafenamide ‘ Tenofovir
(10 mg dudng udng, s.d.) 1Can375(3,15,439)
t AUC4,16 (3,50, 4,96)
Lopinavir
— €. 1,00(0,95,1,06)
= AUC 1,00 (0,92, 1,09)
= €..0.98(085,1,12)
Tipranavir / ritonavir Uong tac chua dugc nghién ciu.  [Khong khuyén cio dung két hop.
Ky vong:
| Tenofovir
CAC THUGC KHANG RETROVIRUS HIV — CAC CHAT UC CHE INTEGRASE
[Dolutegravir (Tenofovir alafenamide [Kkhéng céin chinh lidu thusc ndy hodc dohutegravir
(50 mg Auding uSng. qd) 1C.124(088,1,74)
enofovir alafenamide ¢ 1 AUC 1,19 (0,96, 1.48)
(10 mg duing ubng. s.d) Tenofovir
= € 2 1,10(0,96,1,25)
(T AUC 1,25 (1,06, 1,47)
ir
(= € _1.15(1,08,127)
s AUC 1,02 (0.97,1,08)
|~ C_1.05(0.97.1.13)
(" Wﬂcmdmmmncm [Khang cin chinh liéu thubc nay hodc raltegravir.
uTendo\m dl’mlde
|CAC THUGC KHANG uw_c‘cm.(racr PHIEN MANGUGC IHONG M
[Efavirenz Tenofovir alafenamide |kheng s
(600 mg duong uBng.gd) |1 C_0.78(0.58,105) el chinh iy thus ndy hob efavirenz.
[Tenofovir alafenamide * = AUC 0,86 (0.72, 1,02)
(40 mg duong ubng. q.d) Tenofovir
1 €. 0.75(0.67,086)
[+ AUC 0,80 (0.73,07)
~C_082(0,75,089)
Oy kién:
+ Efavirenz
[Nevirapine ‘;mg tc chua dugc nghién cu. - Khéng i chinh 16y thudc nay hodc nevirapine.
s Tenofovir alafenamide
++ Nevirapine
Rilpivirine Tenofovir alafenamide Khéng
(25 mg dubng uéng, 9 d) o C 1,01 (084,1,22) cn chinh Iy thubc ndy hode rilpivirine
[Tenofovir alafenamide — AUC 1,01 (0.94,1,09)
(25 mg dutng uéng, d) Tenofovir
s €. 1.13(102,1,23)
s AUC1,1101,07,1,14)
€. 1.18(1.13,1,23)
—C_093(087,0,99)
—+ AUC 1,01 (0.96, 1,06)
s € 1.13(1,04,1.23)
(CAC THUGC KHANG RETROVIRUS HIV - CHAT UC CHE THY THE CCRS
Manaviroc Tmu"\!g 1< chun dugc nghién ciu. [Kh6ng Cin chinh igg tvage nby hofe maraviioc
|Dy kién:
o+ Tenofovir alafenamide
= Maraviroc

[CAC AN PHAM B8 sUNG TU THAO DUGC
St John's wort (hypericum Tuong tae chua uoc nghwn cuu.  [Khéng khuyén cao dung két hap
|perforatum) ‘Ddl;(n

Tenofovir alafenamide

e | Teno it BTSRRI [N e b N

|CAC THUGC TRANH THAI DUONG UONG
Norgestimate INorelgestromin Khéing cn chinh by thud nily hodc norgestimate
(0180 mg /0215 mg /0250 Mg [++ C _ 1,17 (1,07,1,26) ethiny! estradiol
duang ubng. q.d) e+ AUC 1,12 (1,07,117)
Ethinyl estradiol o € 21,16 (1,08, 1,24)

(0.025 mg dubng ubng. qd)  |Norgestrel 1
Tenofovir alafenamide * v € 1,00(1,02,1,18)

(25 mg duting uéng. g.d) [+ AUC 1,09 (1,01,1,18) l
+= € . 1,11(1,03,1,20)

|Ethinyl estradiol

€ 1.22(1,15.1.29)

— AUC 1,11 (1,07,1,16)

— € 1,02(093,1,12)

a. T4t ca cac nghién clu tuong téc duogc thuc hién &
nhirng nguditinh nguyénkhde manh.

b.Tatca khéng cé bién gidihiéulucla 70%- 143%.
¢.Nghién ctru dugc tién hanh véivién thuéc kéthop liéu
c6 dinh emtricitabin/tenofovir alafenamide.
d.Métcachatnhay cdm véi CYP3A4.

e.Nghién ciu dugctién hanh véivién thudc két hop liéu
¢6 dinh elvitegravir/cobicistat/emtricitabin/tenofovir
alafenamide.

f.Nghién ciru dugc tién hanh vai vién thudc két hop liéu
c6 dinh emtricitabin/rilpivirin/tenofovir alafenamide.
g.Chéatchuyén héa nucleoside luu théng chinh cta
sofosbuvir.

h.Nghién ciu dugc tién hanh véi tenofovir alafenamide
40 mg va emtricitabin 200mg.

TAC DUNG KHONG MONG MUON:
Céc tac dung phu sdp xép theo phén loai va tan suat
dugc liét ké trong bang sau:

Phan logiréilogn | RSt thuimg gép Thumg 4P Sl ¥adm glo
(21/10) (21100-<1710) | (211000-<1/100] | (= 1710000 - < 171000}

Hé thin kinh Paudsu. Changmit |
Dusng tiéuhda Tidu chdy, bubn nbn. ]
nén, dau byng, trudng |

byng, ady hai |

Gan-mit Ting ALT }
Davamé dusida Phatban, nguangdy. l
Coxuong vamd lién két Dau khép. \
———

Téng quit Mét maL. SR

THONG BAO NGAY CHO BAC STHOAC DUOC ST
NHUNG PHAN UNG CO HAI GAP PHAI KHI SUDUNG
THUOC.

QUA LIEU VA CACH XU TRI:

Quad liéu: Néu xay ra qua liéu can theo doi cac dau hiéu
ngd doc.

Xdtri: Xutriqué lidu bang ap dung cacbién phap hé trg
cd ban bao gém theo doi cac dau hiéu sinh tén ciing
nhuquansatcactinh trang lam sang cGiabénh nhan.

Tenofovir c6 thé duoc loai tru hiéu gua bang tham tach
mau vai hé s6 phan tach khoang 54%. Chua biét o
tenofovir c6 thé duoc loai tru bang thim phan phuc
machaykhong.

DAC TINH DUOC LUC HOC: M3 ATC: JOSA F13. Nhém
thudc: Thudc chéng virus toan than, nhém dc ché
enzym phién ma ngugc nucleosid va nucleotid.
Tenofovir alafenamide 1a moét tién chat phosphonamid
hda cua tenofovir (chat tuong tu 2'-deoxyadenosine
monophosphate). Tenofovir alafenamide di vao cac té
bao gan nguyén thuy bang su khuéch tan thu dong va
bdi cac chit van chuyén thudc vao & gan OATP1B1 va
OATP1B3. Tenofovir alafenamide trudc tién dugc thiy
phan bdi carboxylesterase 1 trong cac té bao gan
nguyén thdy thanh tenofovir. Tenofovir néi bao sau dé
dugc phosphoryl héa thanh chat chuyén héa co hoat
tinh tenofovir diphosphate. Tenofovir diphosphate uc
ché sunhan lén cua HBV qua viéc gén két vao DNA cua
virus bdi cac enzym phién ma nguoc HBV, dan dén két
thacchudi DNA.

Tenofovir cé hoat tinh chuyén biét vdi virus viém gan B
va virus suy giam mién dich & nquai (HIV-1 va HIV-2).
Tenofovir diphosphate la mét chat uc ché yéu enzym
DNA polymerase & déng vat c6 vi bao gém DNA
polymerase Y ty thé va khong c6 bang chung doc tinh
vdi ty thé trong cac thu nghiém in vitro bao gdm phan
tich DNAty thé.

Hoat tinh khang virus

Hoat tinh khang virus ctia tenofovir alafenamide duoc :
danh gia trong cac té bao HepG2 so véi mot bang phan =
|ap HCV trén lam sang dai dién cho cac genotype tUA-H.
Néng dé EC,, (ndng do co hiéu qua 50%) doi véi tenofovir
alafenamide dao déng tir 34,7 Gén 134,4 nM, 6 EC,, trung
binh 12 86,6 nM. CC, (ndng d6 doc té bao 50%) trong cac te
bao HepG2 la > 44400 nM.

Sudékhang

Trong phan tich gop & cac bénh nhan dung thudc nay,

trinh tu phan tich dugc thuc hién trén nhing ching
phan lap ban dau kép va dang diéu tri cho cac bénh
nhan timg trdi qua hoacsiéu vi bung phat(21anlién tiép
dén kham co HBVDNA > 691U/ mL sau khida co <691U/
mL, hoaclugng HBV DNA tang 1,0 log ,, hodc cao hon tu
diém day) hodc cacbénhnhan c6 HBVDNA > 691U/ mL
vao tuan 96 hoac vao lic mai ngung thudc & hodc sau
tuan 24.Trong cac phan tich & tuan 48 (N = 20) va tuan
96 (N = 72), khong ¢6 su thay thé acid amin lién quan
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