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\‘En > ~ A A .
chi dang theo don thuoc Vién nén bao phim

TAF-5A (Tenofovir alafenamid 25 mg)

Pé xa tAim tay tré em
Poc ky hwéng din sir dung truéc khi ding

Néu cin thém thong tin, xin hoi y kién bac si hodic dwoe si

THANH PHAN CONG THU'C THUOC:
Mbi vién nén bao phim chira:

Thanh phan hoat chat: Tenofovir alafenamid hemifumarat tuong duong v6i 25 mg Tenofovir
alafenamid.

Thanh phan td duoc: Avicel 112, Pregelatinized starch, Syloid FP, Magnesi stearate, HPMC E6,
Opadry ABM II, OXYd SEt AO......vvererreieireiiiiiiiieeeeseeeee e see oo vira du 1 vién.

DANG BAO CHE:
Vién nén bao phim hinh tron, mau hf:“mg, hai mat vién nhin, thanh va canh vién lanh lan.
CHI PINH:

Tenofovir alafenamid dugc chi dinh dé giiéu tri viém gan B mén tinh & ngudi 16m va thanh thiéu nién
(tr 12 tudi tro 1én v6i trong luong co thé it nhét 35 kg)

LIEU DUNG, CACH DUNG:

Li¢u diing

Ngudi 16m va thanh thiéu nién (tir 12 tudi trd 1én c6 trong lugng co thé it nhét 35 kg): mdt vién mdi
ngay mot lan.

Ngirng diéu tri
Xem xét ngimg diéu tri dbi véi nhimg truomg hop sau:

- Nhimg bénh nhan duong tinh véi HBeAg khéng bi xo gan, nén diéu tri it nhit 6-12 thang sau khi
xdc nhan giai doan chuyén dao huyét thanh HBe (mét HBeAg va ADN cua HBV khi phat hién
khang thé anti-HBe) hoic cho dén giai doan chuyén dbi huyét thanh HBs. Khuyén cdo thuomg
xuyén déanh gia lai sau khi ngimg diéu tri dé phat hién sy tai phét virus.

- Nhimg bénh nhan 4m tinh véi HBeAg khong bi xo gan, nén diéu tr it nhit cho dén giai doan
chuyén dbi huyét thanh HBs. Véi viée diéu tri kéo dai hon 2 nam, nén dénh gia lai thuong xuyén
dé x4c nhan ring viée tiép tuc didu tri 1a phu hop véi bénh nhan.

Quén liéu

- Néu bo 1 mot liéu it hon 18 gidr ké tir thoi diém thudmg dung thude trong ngay, bénh nhan nén
dung tenofovir alafenamid cang sém cang tdt va sau d6 tiép tuc udng thude nhu binh thudng. Néu
da hon 18 gior ké tir thoi diém thuomg dung thude trong ngay, bénh nhén khong nén udng bu lidu
da quén va nén tiép tuc lich trinh uéng thuée binh thuong.



han non trong vong 1 gid sau khi udng tenofovir alafenamid, nén ubng bu mot vién
¢nh nhén non hon 1 git sau khi uong tenofovir alafenamid, bénh nhan khong can phai
mot vién nira.

Nguwéi cao tuoi

Khéng can diéu chinh lidu tenofovir alafenamid & bénh nhén tir 65 tudi tro 1én.,
Suy thin

- Khong cén diéu chinh liéu tenofovir alafenamid & nguoi 16n hodc thanh thiéu nién (it nhét 12 tudi
va ¢o trong luong co thé it nhat 35 kg) vdi do thanh théi creatinin (CrCl) > 15 mL / phit hodc &
bénh nhan ¢6 CrCl <15 mL / phit chay th4n nhan tao.

- Vao nhiing ngay chay than nhan tao, tenofovir alafenamid nén duoc dung sau khi hoan thanh liéu
trinh chay than nhan tao.

- Khéng ¢6 liéu khuyén nghj cho bénh nhan ¢6 CrCl <15 mL / phut khong chay than nhan tao.

Suy gan
Khéng cén diéu chinh liéu tenofovir alafenamid & bénh nhan suy gan.
Tré em

Su an toan va hi¢u qua cua tenofovir alafenamid ¢ tré em dudi 12 tubi. hodc niang <35 kg, van chua
dugc nghién ctru. Khong ¢6 dir liéu ¢6 san.

Cich dung:

Dung dudmg udng. Vién nén bao phim tenofovir alafenamid nén duge ubng cing véi thie an.
CHONG CHI PINH:

Quéa mén cam véi hoat chét hodc véi bat ky ta duoc nao ctia thude.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

LAy nhiém HBV

Tenofovir alafenamid khong ngdn ngira nguy co lay nhiém HBV cho ngudi khac thong qua quan hé
tinh duc hodc qua duong méu. Céc bién phap phong ngira thich hop phai dugc str dung.

Bénh nhén bi bénh gan mét bi

Khéng co6 dir Iif,éu vé su an toan va hi¢u qua cua tenofovir alafenamid ¢ nhimg bénh nhan nhiém HBV
bi bénh gan mat bu va ¢6 diém so Child Pugh Turcotte (CPT) > 9 (16p ©). Nhirng bénh nhan nay c6
thé ¢6 nguy co cao £ap phai céac phan (g bat lgi nghiém trong ve€ gan hogc than. Do do, can theo doi
chat ché cac thong s6 ve gan va than trong qua trinh dung thuoe & nhimg bénh nhén nay.

Viém gan ning

Dot viem gan cap tinh

Céc dot vién gan cdp tinh trong viém gan B man tinh la twong déi phd bién va duge dic trung boi sy
gia tang thoang qua ndng do alanine aminotransferase (ALT) trong huyét thanh. Sau khi bét dau diéu
tri bang thudc khang virus, ALT huyét thanh c6 thé ting & mdt sb bénh nhan. O nhitng bénh nhan mic
bénh gan con bu, sy gia ting ALT huyét thanh nay thuong khong di kém véi su gia ting ndng do
bilirubin trong huyét thanh hogc tinh trang mét bu gan. Bénh nhén xo gan cé thé c6 nguy co mét bu
gan cao hon sau khi bj viém gan nang, va do d6 nén dugc theo ddi chit ché trong qué trinh diéu tri.
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h sau khi ngiene diéu tri

(rang _\.:' i cép tinh da dugc bao cao & nhimg bénh nhén da ngim, diéu tri viém gan B, thuon
mquanien-eec ting nong do ADN virus HBV trong huyét tuong. Phan 16n céc trudmg hop cé thé
kiém soat dugc tuy nhién tinh trang nghiém trong, bao gbm ca tir vong, c6 thé xay ra sau khi ngirng
dicu tri viém gan B. Chirc ning gan nén dugc theo ddi dinh ky trén ca lam sang va xét nghi¢m trong it
nhat 6 thang sau khi ngimg thuoc diéu trj viém gan B. Trong trudmg hop can thiét ¢6 thé diéu tri lai
viém gan B.

O nhimg bénh nhan mic bénh gan tién trién hogc xo gan, khong khuyén céo ngimg diéu trj vi tinh
trang viém gan sau diéu tri cd the dan dén mét bu gan. Viém gan cap tinh dac biét nghiém trong va doi
khi gdy tir vong & bénh nhan mic bénh gan mat bu.

Suy thin

Bénh nhdn c6 do thanh thdi creatinin <30 ml / phit

Vige suir dung tenofovir alafenamid ngay mét lan & nhitng bénh nhén ¢6 CrCl nim trong khoang (> 15
mL / phit ;: <30 mL / phit) va ¢ nhiing bénh nhan ¢6 CrCl <15 mL / phut dang chay thén nhén tao dua
trén dir li¢u dugc dong hoc rét han ché va dyra trén sy mé hinh héa va mé phong. Khong c6 dit liéu an
toan vé viée sir dung Tenofovir alafenamid dé diéu tri cho bénh nhén nhidm HBV véi CrCl <30 mL /
phut.

Vige sir dung tenofovir alafenamid khong duoc khuyén céo & nhimg bénh nhan ¢6 CrCl <15 mL / phut
khong dugc chay than nhan tao

Nhiém doc than

C6 thé loai trir nguy co nhiém doc thén do tiép xiic lau dai véi tenofovir ndng do thip do sur dung
tenofovir alafenamide.

B¢nh nhin nhiém dong thoi HBV va virus viém gan C hodc D

Khong ¢ dit liéu vé tinh an toan va hi¢u qua cua Tenofovir alafenamid & nhimg bénh nhén déng nhiém
virus viém gan C hogc D. Can tuan thi huéng dén phéi hop diéu trj viém gan C.

Bénh nhan nhiém dong thoi viém gan B va HIV

Xét nghiém khang thé HIV nén duge tién hanh cho tit ca cac bénh nhén nhiém HBV ¢6 tinh trang
nhiém HIV-1 truée khi bat dau diéu trj bing Tenofovir alafenamid. (3 nhitng bénh nhan dong nhiém
HBV va HIV, Tenofovir alafenamid nén dugc dung cing véi cée thube khang retrovirus khac dé dam
bao bénh nhan c¢6 mét lidu trinh thich hop cho diéu tri HIV.

Phoi hop véi cac thube khie

Tenofovir alafenamid khong nén dung chung véi cac thude ¢6 chira tenofovir alafenamid, tenofovir
disoproxil hodc adefovir dipivoxil.

Phéi hgp Tenofovir alafenamid véi mot sé thube chdng co giat (vi du carbamazepin, oxcarbazepin,
phenobarbital va phenytoin), thuc khéang mycobacteria (vi dy rifampicin, rifabutin va rifapentin) hodc
St.John’s Wort, céc loai thudc nay déu lam giam ndng do P-glycoprotein (P-gp) va do d6 ¢6 thé 1am
giam nong do tenofovir alafenamid, khong khuyén céo sir dung chung céc loai thube nay véi tenofovir
alafenamid.

Phéi hop Tenofovir alafenamid v&i cac chat (e ché manh P-gp (vi du: itraconazol va ketoconazol) c6
thé lam tang nong d¢ huyét twong cua tenofovir alafenamid. Do vay khong khuyén céo sir dung dong
thoi cac loai thude nay véi tenofovir alafenamid.
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Khong c6 hodc ¢6 dir liéu rat han ché (it hon 300 truong hop mang thai) tir viée sir dung tenofovir
alafenamid & phu nit mang thai. Tuy nhién, mot lugng 16m dir liéu (hon 1.000 bénh nhan mang thai sir
dung) cho thiy khong c¢6 déc tinh gdy di tat bao thai cling nhu tré so sinh lién quan dén viée sir dung
tenofovir disoproxil.

Céc nghién ciru trén dong vat khong chi ra tic dong ¢6 hai tryc tiép hogc gian tiép lién quan dén doc
tinh sinh san.

Vige str dung tenofovir alafenamid c6 thé dugc xem xét trong thai ky néu can thiét
Cho con bt

Khong 15 li¢u tenofovir alafenamid c6 dugc bai tiét vao trong sita me khong. Tuy nhién, céc nghién
ctru trén dong vét da chi ra rang tenofovir duge bai tiét vao sira. Khong c¢6 du thong tin vé tic dung cua
tenofovir & tré so sinh / tré nho.

Khong thé loai trir nguy co cho tré so sinh / tré nho bu sira me, do do, tenofovir alafenamid khéng nén
dugc st dung trong thdi ky cho con bi.

Kha ning sinh sin

Khong c6 dir liéu trén ngudi vé tac dung cua tenofovir alafenamid déi véi kha nang sinh san. Cac
nghién clu trén dong vat khong cho thay tac dung ¢ hai cta tenofovir alafenamid déi véi kha nang
sinh san.

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

Tenofovir alafenamid khong c6 hodc ¢6 anh huéng khong dang ké dén kha nang lai xe va van hanh
may moc. Tuy nhién, bénh nhan nén dugc canh béo vé nguy co chéng mit da duoc bao cdo khi didu
tri bang tenofovir alafenamid.

TUONG TAC, TUONG KY:
Nghién ciru twong téc thude chi duoce thyuc hién & nguoi truong thanh.

Tenofovir alafenamid khong nén ding chung véi céc san phdm thube c6 chira tenofovir disoproxil,
tenofovir alafenamid hodc adefovir dipivoxil.

Cdec thudc cé thé anh huwong dén tenofovir alafenamid

Tenofovir alafenamid duge van chuyén boi P-gp va protein khang ung thu va (BCRP). Cac thude gy
cam (mg P-gp (vi du rifampicin, rifabutin, carbamazepin, phenobarbital hoac St. John's wort) s& lam
giam ndng d¢ tenofovir alafenamid huyét tuong, c6 thé din dén mét téc dung diéu trj cta tenofovir
alafenamid. Khong nén diing ddng thoi céc thube nay voi Tenofovir alafenamid.

Phéi hop tenofovir alafenamid véi céc thude e ché P-gp va BCRP ¢c6 thé_lz‘im tang nong do tenofovir
alafenamid huyet tuong. Khong nén dung dong thoi céc thude e ché manh P-gp véi tenofovir
alafenamid.

Tenofovir alafenamid la co c;ha"it cua OATPIBI va OATP1B3 trén in vitro. Su phan bd tenofovir
alafenamid trong co thé c6 thé bi anh huong boi hoat dong cia OATPIBI1 va/ hoic OATP1B3.

Anh huong ciia tenofovir alafenamid dén cdc thuéc khdc




Te afalenamid khong phai la chéat (e ché uridine diphosphate glucuronosyltransferase (UGT)
1A1 trén in vitro. Khong rd tenofovir alafenamid c6 phai 1a chét trc ché cac enzyme UGT khéc hay
khong.

Thong tin twong tac thude dbi véi Tenofovir alafenamid véi céc thude cé kha niing phoi hop cao duge
tom tit trong Bang I dudi ddy (mirc tang dugc biéu thi bing bidu tuong 1, giam |, khong thay ddi <,
hai lan méi ngay “b.i.d”, liéu don “s.d”, mot 14n m3i ngay “q.d”, va tiém tinh mach “IV”). Céc tuong
tac thude duge mo ta dya trén cac nghién ciru duge thue hi¢n véi tenofovir alafenamid, hodc 1a cac

twong tac thude tiém tang c6 thé xay ra véi Tenofovir alafenamid.

Bang 1. Twong tdc giiva tenofovir alafenamid va cic thubc khdc

Thude phin chia theo nhém
tri liéu

Anh hwong dén nong dd
thude™b

Ty 1€ trung binh (khoéng tin
c{iy 90%) cho AUC, Cmax-,
Chin

Khuyén cdo khi ding chung
véi tenofovir alafenamid

Thudc chdng co giat

Carbamazepin

(300 mg dung duomg udng,
b.i.d.)

Tenofovir alafenamid®

(25 mg dung duong udng, s.d.)

Tenofovir alafenamid

! Cmax 0.43 (0.36, 0.51)

| AUC 0.45 (0.40, 0.51)
Tenofovir

| Cmax 0.70 (0.65, 0.74)
<« AUC 0.77 (0.74, 0.81)

Khéng khuyén céo ding chung

Oxcarbazepin
Phenobarbital

Twong tac khong duoc nghién
curu.

D doan:

| Tenofovir alafenamid

Khéng khuyén cdo ding chung

(25 mg dung dudng udng, q.d.)

< AUC 1.13 (1.04, 1.23)

Midazolam9
(1 mglV, s.d)

Midazolam

Phenytoin Tuong tac khong duge nghién | Khong khuyén cdo ding chung
ciru.
Dy doan:
| Tenofovir alafenamid

. d

Midazolam . Midazolam

(2.5 mg ding dudong uong, s.d.) , 2

Tenofovir alafenamid® < Cmax 1.02 (0.92, 1.13) Khong can chinh liéu

midazolam (ding dudng udng
hodc tiém tinh mach)
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& Cmax 0.99 (0.89, 1.11)
 AUC 1.08 (1.04, 1.14)

(50 mg ding duong udng, s.d.)
Tenofovir alafenamid®
(10 mg dung duong udng, q.d.)

Tenofovir alafenamid

> Cmax 1.00 (0.86, 1.16)

< AUC 0.96 (0.89, 1.03)
Tenofovir

<> Cmax 1,10 (1.00, 1.21)

< AUC 1.02 (1.00, 1.04)
« Cpmin 1.01 (0.99, 1.03)

Sertralin

(50 mg dung dudng udng, s.d.)
Tenofovir alafenamid®

(10 mg dung dudng udng, q.d.)

Sertralin
> Cmax 1.14 (0.94, 1.38)
< AUC 0.93 (0.77, 1.13)

Khéng can chinh liéu tenofovir
alafenamid hoic sertralin

Thudc chong nim

Itraconazol
Ketoconazol

Tuong tac khong dugc nghién
curu.

D dodn:

T Tenofovir alafenamid

Khong khuyén cdo dung chung

Thube khing mycobacteria

Eii::;:iit‘;;n thrrucmg tac khong dugc nghién | Khong khuyén cao dung chung
D doan:
| Tenofovir alafenamid

Rifabutin Tuong téc khong duge nghién | Khong khuyén céo ding chung
clru.
Du doan:
| Tenofovir alafenamid

Thudc chéng virus HCV

Sofosbuvir (400 mg ding Khong can chinh lidu tenofovir

duong ubng, q.d.)

Tuong tac khéng duoc nghién
curu,

Du dodan:
<> Sofosbuvir
< (GS-331007

alafenamid hodc sofosbuvir
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(25 mg dung duong uéng, q.d.)

Ledipasvir

< Cmax 1.01 (0.97, 1.05)
«~ AUC 1.02 (0.97, 1.06)
< Cmin 1.02 (0.98, 1.07)

Sofosbuvir

<> Cmax 0.96 (0.89, 1.04)
< AUC 1.05 (1.01, 1.09)
GS-3310078

< Cmax 1.08 (1.05, 1.11)
< AUC 1.08 (1.06, 1.10)
< Chmin 1.10 (1.07, 1.12)

Tenofovir alafenamid

<> Cmax 1.03 (0.94, 1.14)
< AUC 1.32 (1.25, 1.40)
Tenofovir

T Cmax 1.62 (1.56, 1.68)

1 AUC 1.75 (1.69, 1.81)

T Cmin 1.85 (1.78, 1.92)

Khéng cin chinh lidu tenofovir
alafenamid hodc
ledipasvir/sofosbuvir

Sofosbuvir/velpatasvir
(400 mg/100 mg dung dudng
uong, q.d.)

Tuong tac khong dugce nghién
cuu.

D doan:

«> Sofosbuvir
« (GS-331007
<> Velpatasvir

1 Tenofovir alafenamid

Khéng can chinh lidu tenofovir
alafenamid hodc
sofosbuvir/velpatasvir

Sofosbuvir/velpatasvir/
voxilaprevir (400 mg/100 mg/
100 mg + 100 mg' ding duong
udng. q.d.)

Tenofovir alafenamid’

(25 mg dung duong ubng, q.d.)

Sofosbuvir

> Cmax 0.95 (0.86, 1.05)
< AUC 1.01 (0.97, 1.06)
GS-331007¢

<> Cnax 1.02 (0.98, 1.06)
< AUC 1.04 (1.01, 1.06)

Velpatasvir

Khong can chinh lidu tenofovir
alafenamid hoac
sofosbuvir/velpatasvir/
voxilaprevir
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<> Cmax 1.05 (0.96, 1.16)
< AUC 1.01 (0.94, 1.07)
< Cmin 1.01 (0.95, 1.09)
Voxilaprevir

< Cmax 0.96 (0.84, 1.11)
< AUC 0.94 (0.84, 1.05)
< Cmin 1.02 (0.92, 1.12)
Tenofovir alafenamid

T Cmax 1.32 (1.17, 1.48)
T AUC 1.52 (1.43, 1.61)

Thubc chbng virus HIV — Chét irc ché protease

Atazanavir/cobicistat

(300 mg/150 mg dung dudmg
uong, q.d.)

Tenofovir alafenamid®

(10 mg dung dudng ubng, q.d.)

Tenofovir alafenamid

T Cmax 1.80 (1.48, 2.18)

T AUC 1.75 (1.55, 1.98)
Tenofovir

T Cmax 3.16 (3.00, 3.33)

1 AUC 3.47 (3.29, 3.67)
T Cmin 3.73 (3.54., 3.93)
Atazanavir

> Cmax 0.98 (0.94, 1.02)
— AUC 1.06 (1.01, 1.11)
< Cnin 1.18 (1.06, 1.31)
Cobicistat

< Cmax 0.96 (0.92, 1.00)
< AUC 1.05 (1.00, 1.09)
T Cmin 1.35 (1.21. 1.51)

Khéng khuyén cdo ding chung

Atazanavir/ritonavir

(300 mg/100 mg dung dudng
uéng, q.d.)

Tenofovir alafenamid®

(10 mg dung dudng udng, s.d.)

Tenofovir alafenamid

T Cmax 1.77 (1.28, 2.44)
T AUC 1.91 (1.55, 2.35)
Tenofovir

T Crmax 2.12 (1.86, 2.43)
T AUC 2.62 (2.14, 3.20)

Atazanavir

Khéng khuyén cdo ding chung




> AUC 0.99 (0.96, 1.01)

Darunavir/cobicistat

(800 mg/150 mg dung dudng
udng, q.d.)

Tenofovir alafenamid®

(25 mg dung dudng udng, q.d.)

Tenofovir alafenamid

< Cmax 0.93 (0.72, 1.21)
<> AUC 0.98 (0.80, 1.19)
Tenofovir

T Cmax 3.16 (3.00, 3.33)

T AUC 3.24 (3.02, 3.47)
T Cmin 3.21 (2.90, 3.54)
Darunavir

> Cmax 1.02 (0.96, 1.09)
< AUC 0.99 (0.92, 1.07)
< Cmin 0.97 (0.82, 1.15)
Cobicistat

<> Cmax 1.06 (1.00, 1.12)
< AUC 1.09 (1.03, 1.15)
 Cmin 1.11 (0.98, 1.25)

Khéng khuyén cdo ding chung

Darunavir/ritonavir

(800 mg/100 mg dung dudng
uéng, q.d.)

Tenofovir alafenamid®

(10 mg ding dudng udng, s.d.)

Tenofovir alafenamid

T Cmax 1.42 (0.96, 2.09)
< AUC 1.06 (0.84, 1.35)
Tenofovir

T Cmax 2.42 (1.98, 2.95)

1 AUC 2.05 (1.54,2.72)
Darunavir

<> Cmax 0.99 (0.91, 1.08)
< AUC 1.01 (0.96, 1.06)
<> Cmin 1.13 (0.95, 1.34)

Khéng khuyén céo dung chung

Lopinavir/ritonavir

(800 mg/200 mg dung dudng
uéng, q.d.)

Tenofovir alafenamid®

(10 mg dung dudng udng, s.d.)

Tenofovir alafenamid
T Cmax 2.19 (1.72, 2.79)
T AUC 1.47 (1.17, 1.85)

Tenofovir

Khong khuyén céo ding chung




T Cmax 3.75 (3.19, 4.39)

1 AUC 4.16 (3.50, 4.96)
Lopinavir

> Cmax 1.00 (0.95, 1.06)
< AUC 1.00 (0.92, 1.09)
<> Cimin 0.98 (0.85, 1.12)

Tipranavir/ritonavir

Tuong tac khong dugce nghién
cuu.

Dy doan:

| Tenofovir alafenamid

Khéng khuyén céo dung chung

| Thudc chéng virus HIV — Chit e ché integrase

Dolutegravir

(50 mg dung duong udng, q.d.)
Tenofovir alafenamid®

(10 mg dung dudng udng, s.d.)

Tenofovir alafenamid

T Cmax 1.24 (0.88. 1.74)

T AUC 1.19 (0.96, 1.48)

Tenofovir

> Cmax 1.10 (0.96, 1.25)
1T AUC 1.25 (1.06, 1.47)

Dolutegravir

<> Cax 1.15 (1.04, 1.27)
< AUC 1.02 (0.97, 1.08)
<> Cmin 1.05 (0.97, 1.13)

Khong céan chinh lidu tenofovir
alafenamid hodc dolutegravir

Raltegravir

Twong tac khong duge nghién
ciru.

D doan:
< Tenofovir alafenamid

« Raltegravir

Khéng cén chinh liéu tenofovir
alafenamid hodac raltegravir

Thube chong virus HIV — Chét irc ché enzym sao chép ngwoc khong phai nucleotide

Efavirenz

(600 mg ding duong udng,
q.d.)

Tenofovir alafenamid"

(40 mg dung dudng udng, q.d.)

Tenofovir alafenamid

! Cmax 0.78 (0.58, 1.05)
< AUC 0.86 (0.72, 1.02)
Tenofovir

I Cmax 0.75 (0.67, 0.86)
< AUC 0.80 (0.73, 0.87)

Khéng can chinh liéu tenofovir
alafenamid hodc efavirenz
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Du doan:

« Efavirenz

Nevirapin

Tuong tac khong dugce nghién
curu.

D dodn:
« Tenofovir alafenamid

«> Nevirapin

Khong can chinh lidu tenofovir
alafenamid hogc nevirapin

Rilpivirin

(25 mg dung dudmg udng, q.d.)
Tenofovir alafenamid

(25 mg dung dudng udng, q.d.)

Tenofovir alafenamid

> Cmax 1.01 (0.84, 1.22)

< AUC 1.01 (0.94, 1.09)
Tenofovir

< Cmax 1.13 (1.02, 1.23)
<~ AUC 1.11 (1.07, 1.14)
< Cmin 1.18 (1.13, 1.23)

Rilpivirin

> Cmax 0.93 (0.87, 0.99)

< AUC 1.01 (0.96, 1.06)
<> Cmin 1.13 (1.04, 1.23)

Khéng cén chinh liéu tenofovir
alafenamid hodc rilpivirin

Thubc chbng virus HIV — Chét déi khing thu thé CCR5

Maraviroc

Tuong tac khong dugce nghién
curu.

D dodn:
« Tenofovir alafenamid

« Maraviroc

Khong can chinh liéu tenofovir
alafenamid hoic maraviroc

Thue phim bé sung BVSK

St. John's wort (Hypericum
perforatum)

Tuong tac khong dugce nghién
curu.

Die doan:

| Tenofovir alafenamid

Khong khuyén cao ding chung

Thudc tranh thai dwong ubng

11



Norelgestromin Khéng can chinh lidu tenofovir
e Coax 1.17 (1.07, 1.26) alafenamid hodc

norgestimat/ethinylestradiol
Yy lestead ) « AUC 1.12(1.07, 1.17)
210&0)25 mg dung duong udng, > Crmin 1.16 (1.08, 1.24)

Tenofovir alafenamid® Norgestrel

(25 mg ding dudng udng, q.d.) | <> Cpax 1.10 (1.02, 1.18)

< AUC 1.09 (1.01, 1.18)
< Cmin 1.11 (1.03, 1.20)

Ethinylestradiol

> Cmax 1.22 (1.15, 1.29)

< AUC 1.11 (1.07, 1.16)
< Cmin 1.02 (0.93, 1.12)

T4t ca cac nghién ctru tuong tac duge thue hién & nhirng tinh nguyén vién khoe manh.

b T4t ca cdc gioi han khong c6 hiéu luc 1 tir 70% -143%.

“ Nghién ctru dugce thuc hién véi vién nén két hop lidu ¢ dinh emtricitabin / tenofovir alafenamid.
9 Mot co chét nhay cam CYP3A4.

® Nghién ctru duge thyc hién voi vién nén két hop liéu ¢b dinh elvitegravir / cobicistat / emtricitabin /
tenofovir alafenamid.

" Nghién ciru duge thyue hién véi vién nén két hop liéu ¢ dinh emtricitabin / rilpivirine / tenofovir
alafenamid.

® Cac chat chuyén héa nucleoside chi yéu cua sofosbuvir.
" Nghién ctru duge thue hién véi tenofovir alafenamid 40 mg va emtricitabin 200 mg.

'Nghién ctru duge tién hanh bd sung véi voxilaprevir 100 mg dé dat duoc ndng do didu trj mong mudn
voxilaprevir & bénh nhén nhiém HCV.

TAC DUNG KHONG MONG MUON (ADR)

Tén suét cta cac tac dung khéng mong mudn duge phan loai theo cic mirc sau:
Rét phd bién (> 1/10)

Pho bién (> 1/100 dén <1/10)

Khong pho bién (> 1/1000 dén <1/100)

Bang 2: Cic tdc dung ngogi y duwgc bdo cdo khi ding teofovir alafenamid

H¢ co quan

Tdc dung ngoai y f Tén suit
H¢ thén kinh

Dau dau | Rt phd bién
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Cliohd Mt |7] | Pho bién
Qb

Wm mira, budn nén, dau bung, truéng bung, day hoi | Phé bién
mé gan mét

Tang ALT | Pho bién
Bénh vé da va mé dudi da

Phat ban, ngira Phé bién
Phu mach', néi mé day' Khong phd bién
R&i loan co xuong va mo lién két

Pau khép | Pho bién
Roi loan chung

Mét moi [ Pho bién

' Phan (mg bat loi dugc xéc dinh thong qua gidm st sau khi Iuu hanh déi véi cac san pham ¢6 chira
tenofovir alafenamid

Théng bdo cho bdc si biét cdc tic dung khong mong mudn gip phii trong qud trinh diéu tri.
QUA LIEU VA CACH XU TRi:

Trong truong hop qua liéu, bénh nhan can dugc theo ddi cac triéu ching doc tinh.
. A

Diéu tri

Biéu tri qua lidu tenofovir alafenamid bao gdm céc bién phap hd trg chung bao gdm theo ddi cac diu
hiéu sinh t6n ciing nhu quan sét tinh trang lam sang cua bénh nhan. Tenofovir dugc loai b hidu qua
bing thdm tach mau v6i hé sé chiét xuat khoang 54%. Khong 13 liéu tenofovir c6 thé dugc loai bo
hodn toan bing thim tach phuc mac hay khong.

PAC TINH DUQC LUC HQC:
Ma ATC: JOSAF13

Nhom duoe 1y: Thude khang virus sir dung toan than, thudc trc ché men sao chép ngugc nucleosid va
nucleotid.

Co ché tic dong

Tenofovir alafenamid 1a mot tién chét phosphonamidat cta tenofovir (twong tur 2'-deoxyadenosin
monophosphat). Tenofovir alafenamid xam nhép vao té bao gan nguyén phét qua con duong khuéch
tan thy dong va qua cac kénh van chuyén OATP1B1 va OATPIB3 & gan. Tenofovir alafenamid chu
yéu thiy phan tao thanh tenofovir bai carboxylesterase-1 trong té bao gan nguyén phat. Tenofovir ndi
bao sau do dugc phosphoryl héa thanh chat chuyén hoa hoat dong tenofovir diphosphat. Tenofovir
diphosphat trc che sy sao chép HBV thong qua viée két hop véi ADN virus bang enzym sao chép
nguoc HBV, dén dén sy chim dirt chudi ADN.

Tenofovir ¢6 tinh dac hiéu véi virus viém gan B va virus gdy suy giam mién dich & ngudi (HIV-1 va
HIV-2). Tenofovir diphosphat Ia chit (e ché yéu ADN polymerase ciia dong vat ¢6 vii bao gdm ADN
polymerase y & ty thé va khong c6 bing ching vé doc tinh trén in-vitro dbi voi ty thé dya trén mot sé
xét nghiém bao gdm phan tich ADN ty thé.

Hoat tinh chfmg virus
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hang virus cua tenofovir alafenamid dugc danh gié trong cac té bao HepG2 dya trén nhém
lérq sang HBV dai dién cho kiéu gen A-H. Céc gid tri EC50 (ndng do co hiéu qua trén

€) doi voi tenofovir alafenamid dao dong tir 34,7 dén 134.4 nM, EC50 trung binh tong thé
- CC50 (nong do gay doc té bao trén 50% quan thé) trong céc te bao HepG2 1a> 44400 nM.

O nhimg bénh nhéan su dung tenofovir alafenamid, phan tich trinh tu da dugc thuc hién trén cc chung
HBYV co ban duge ghép doi va diéu trj cho nhimg bénh nhéan da 6 sy tang dot bién ndng do virus (2
lan kham lién tiép v6i ndng d9 ADN HBV > 69 1U / mL sau khi di c6 mirc ndng d6 ADN HBV <69
[U/mL, hodc c6 muc tang nong dd ADN HBV khoang 1.0 log1o hoac hon ké tir diém day) hodc bénh
nhan ¢6 non do ADN HBV > 69 IU / mL ¢ Tuén 48, hodic Tuin 96 hoiic khi ngimg thube sém vio
hoac sau Tuan 24.

Trong mét phéan tich té‘ng hop céc bénh nhén su dung tenofovir alafenamid trong Nghién ciru 108 va
Nghién cieu 110 tai Tuan 48 (N = 20) va Tudn 96 (N = 72), khong c6 su thay doi acid amin nao lién
quan dén khang véi tenofovir alafenamid duge xac dinh & cac chiing nay (phan tich kiéu gen va kiéu
hinh).

O nhitng bénh nhéan da trc ché virus bang tenofovir disoproxil trudge do, sir dung tenofovir alafenamid
trong nghién ciru 4018, khong c6 bénh nhan nao cé mic tang dot bién nfing do virus (Nong do ADN
HBV 2 69 [U/ mL) hogc nhi€m virus kéo dai trong khi diéu trj, v&/243 (0 %) bénh nhan du diéu kién
phén tich khang thude trong 48 tuan diéu tri bing tenofovir alafenamid.

Khing chéo

Hoat tinh khang virus cua tenofovir alafenamid duoc danh gia dya trén nhom cac chung phan 1ap ¢6
chira dot bién rc ché men sao chép nguoc nucleos (1) ide trong céac té bao HepG2. Céac ching HBV
phan 1dp c6 bicu hi¢n thay thé cac rtV173L, rtL.180M va rtM204V/I lién quan dén khéng v6i lamivudin
vAn mén cam vai tenofovir alafenamid (thay déi < 2 1an trong EC50). Cac chung HBV phan lap biéu
hién thay thé cac rtL.180M, rtM204V cong voi rtT184G, rtS202G hodc rtM250V lién quan dén khang
v@i entecavir vin nhay cam véi tenofovir alafenamid. Céc ching HBV phan 14p biéu hién thay thé don
tA181T, rtA181V hodc rtN236T lién quan dén khang véi adefovir van man cam véi tenofovir
alafenamid. Tuy nhién, chung HBV phan lap biéu hién rtA181V cong voi rtN236T cho thiy c6 sy
giam tinh nhay cam véi tenofovir alafenamid (thay déi 3,7 lan trong EC50). Nhimng dir liéu lam sang
lién quan t6i nhimg dot bién nay khong duge biét dén.

PAC TINH DUQC DONG HQC:
Hiip thu

Sau khi uéng tenofovir alafenamid lic doi & bénh nhén truong thanh bi viém gan B man tinh, ndng d6
dinh trong huyét tuong cua tenofovir alafenamid duogc quan sat thiy sau khoang 0,48 gio. Dua trén
phan tich duge dong hoc quan thé phase I1I & nhing déi tuong bi viém gan B man tinh, AUC 0-24 &
trang thai 6n dinh trung binh ddi vai tenofovir alafenamid (N = 698) va tenofovir (N = 856) tuong ting
120,22 pg*h/mL va 0,32 ug*h/mL. Cmax ¢ trang thai 6n dinh déi véi tenofovir alafenamid va tenofovir
tuong (g 1a 0,18 va 0,02 ug/mL. Str dung mét liéu tenofovir alafenamid duy nhét cling bita an nhiéu
chét béo lam ting 65% ndng dd tenofovir alafenamid.

Phin bo

Tenofovir alafenamid lién két véi protein huyét khoang 80%. Lién két cua tenofovir véi protein huyét
tuong la dudi 0,7% va khong phu thude vao nong do trong khoang 0,01-25 pg/mkL.

Chuyén héa
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, ; va bang cathepsin A trong té bao don nhan méu

A EBMVIC) va dai thye bao. Trén in vivo, tenofovir alafenamid duogc thity phan trong té bao dé
tao thanh tenofovir (chat chuyén héa chinh) va duoc phosphoryl hoa thanh chat chuyén héa c6 hoat
tinh, tenofovir diphosphat.

Trén in vitro, tenofovir alafenamid khong duge chuyéq héa boi CYP1A2, CYP2C8, CYP2C9,
CYP2C19 hoac CYP2D6 va dugce chuyén hoa mot lugng rat nho boi CYP3A4,

Thai trir

Tenofovir alafenamid thai trir nguyén ven qua than mot lugng nhé véi <1% liéu ding duge tim thay
trong nude tiéu. Tenofovir alafenamid duoc thai trir chu yéu sau khi chuyén héa thanh tenofovir.
Tenofovir alafenamid va tenofovir c6 thdi gian ban thai trong huyét twong trung binh 1an luot 13 0,51
va 32,37 gio. Tenofovir duge thai trir khoi co thé qua than bang ca qué trinh loc & cu than va bai tiét
tich cuc & dng than.

Tuyén tinh / khong tuyén tinh

Nong do cua tenofovir alafenamid ty 1€ voi liéu lhuong trong khoang liéu tir 8 dén 125 mg.

Diic tinh dwoc ddng hoc & nhirng d6i twong dic biét

Tuéi, gidi tinh va dan tjc

Khong co su khac b‘iét ¢6 lién quan lam sang vé dugc dong hoc theo tudi hodc déin toc da duoc xac
dinh. Su khac biét vé dugc dong hoc theo gidi tinh khong dugc coi 1a ¢6 lién quan vé& mit 1am sang.
Suy gan

O nhimg bénh nhén suy gan ning, tong ndng do tenofovir alafenamid va tenofovir trong hu)fét trong
thap hon nong d6 o nhirng b¢nh nhéan c6 chirc nang gan binh thudémg. Khi dugc hiéu chinh vé muc do
gan ket voi protein huyét twong, nong do tenofovir alafenamid tu do & ngudi suy gan ning va ngudi
6 chire ndng gan binh thuong la twong tu nhau.

Suy than

Khéng cé sir khéc biét quan sét thy trén 1am sang vé dugc dong hoc cuia tenofovir alafenamid hoéc
tenofovir gifra ngudi khoe manh va bénh nhén suy thén nang (CrCl ude tinh trong khoang tir 15 dén
30 mL/phit) trong cac nghién ctu vé tenofovir alafenamide.

Tré em

Dugce dong hoc cua tenofovir alafenamid va tenofovir da dugc danh gia ¢ thanh thiéu nién nhiém HIV-
1 va chua timg diéu tri, sir dung tenofovir alafenamid (10 mg) két hop véi elvitegravir, cobicistat va
emtricitabin dudi dang vién ket hop lieu c6 dinh (E / C / F / TAF; Genvoya). Khong quan sat thay sy
khac biét c6 lién quan vé mit lam sang vé dugc dong hoc cuia tenofovir alafenamid hodc tenofovir gitra
cdc doi tugng nhiém HIV-1 & tudi vi thanh nién va ngudi lom.

QUY CACH PONG GOI:

Hop 03 vi, 06 vi, 10 vi x 10 vién, kém to hudng dén sir dung.

PIEU KIEN BAO QUAN:

Noi khé mét, nhi¢t do khong qua 30°C, tranh anh sang.
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