Machine Translated by Google

https://asia-genomics.vn/

TONG HOP DAC DIEM SAN PHAM

1. Tén thubc
Vién nén HepBest (Tenofovir Alafenamide 25 mg)
2. Thanh phén dinh tinh va dinh lugng

Mdi bang tudng niém chla dung:

Tenofovir Alafenamide Fumarate tudng dudng Tenofovir Alafenamide 25 mg
Ta dugc da biét tac dung

MGi vién chda 67,957 mg lactose (dudi dang monohydrat).

pé biét danh sach ddy d0 cac tad dugc, xem phan 6.1.

3. Dang dudc phém

Vién nén bao phim.

Vién nén hinh tron, bao phim mau tréng dén tréng nhat, hai mat 16i, c6 khic chd M & mot mdt va TFI & mat kia.

4. DPac diém lam sang

4.1 Chi dinh didu tri
Vién nén Tenofovir Alafenamide 25 mg dugc chi dinh dé didu tri viém gan B man tinh & ngudi 1l6n va thanh thiu nién (tu 12

tudi trd 1én véi trong lugng cd thé it nhit 35 kg) (xem phan 5.1).

4.2 Liéu lugng va cach ding
Viéc didu tri nén dudc bat d&u bdi bac si cé kinh nghiém trong viéc didu tri bénh viém gan B man
tinh.

1iéu lugng
Ngudi 16n va thanh thidu nién (tu 12 tudi trd lén véi trong lugng cd thé it nhét 35 kg): mdt vién méi
ngay mot 1an.

Ngiing didu tri:

Viéc ngiing didu tri c6 thé dugc xem xét nhu sau (xem phan 4.4):

+ @ nhitng bénh nhan dudng tinh v&i HBeAg khéng bi xd gan, nén didu tri it nhdt 6-12 thang sau khi xac nhan chuyén ddi
huyét thanh HBe (mdt HBeAg va mt DNA HBV clung véi phat hién antiHBe) hodc cho dén khi chuyén ddi huyét thanh HBs hodc cho

dén khi mdt hiéu qua (xem phan 4.4). ). Nén danh giad lai thudng xuyén sau khi ngiing diéu tri ¢ phat hién tai phat virus.

+ @ nhiing bénh nhan HBeAg am tinh khéng bi xo gan, nén diéu tri it nhdt cho dén khi chuyén ddi huyét thanh HBs hodc cho
dén khi c6 bing ching mdt hiéu qua. V&i viéc didu tri kéo dai hon 2 nam, nén danh giad lai thudng xuyén dé xac nhan rang

viéc tiép tuc didu tri d& chon van phi hogp vdi bénh nhan.

Quén liéu: Néu quén mot 1lidu va chua dén 18 gid k& tU thdi diém thudng dung, bénh nhan nén dung vién Tenofovir Alafenamide

25 mg cang sém cang tét va sau d6 tidp tuc lich ding thudc binh thudng. Néu d& hon 18 gid trdéi qua ké tif thdi diém do
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thudng ding, bénh nhan khéng nén dung 1iéu d& quén va chi nén tiép tuc lich ding thubc binh thudng.

Néu bénh nhan nén trong vong 1 gid sau khi udng vién Tenofovir Alafenamide 25 mg thi bénh nhan nén
ubng vién khac. Néu bénh nhan ndén hon 1 gid sau khi udng vién Tenofovir Alafenamide 25 mg thi bénh
nhan khong can ubng vién khac.

Quan thé dsc biét

Ngudi gia

Khéng can diéu chinh 1iéu cla vién Tenofovir Alafenamide 25 mg & bénh nhan tU 65 tudi trd 1én (xem
phan 5.2).

Suy than

Khong cin diéu chinh 1iéu vién nén Tenofovir Alafenamide 25 mg & ngudi 16n hodc thanh thiéu nién
(tu 12 tudi trd 1lén va nang it nhdt 35 kg trong lugng co thé) c6é d0 thanh thadi creatinine udc tinh
(CxCl) > 15 mL/phat hodc & bénh nhan c6 CrCl < 15 mL /phat dang dugc chay than nhan tao.

Vao nhiing ngay chay than nhan tao, nén dung vién Tenofovir Alafenamide 25 mg sau khi hoan thanh
didu tri chay than nhan tao (xem phan 5.2).

Khong thé dua ra khuyén nghi vé& 1idu lugng cho nhiing bénh nhan c6 CrCl < 15 mL/phut khong dugc chay
than nhan tao (xem phan 4.4).

Suy gan
Khong can diéu chinh 1iéu cda vién nén Tenofovir Alafenamide 25 mg & bénh nhan suy gan
suy gidm (xem phan 4.4 va 5.2).

Dan sé tré em
Tinh an toan va hiéu qua cta vién nén Tenofovir Alafenamide 25 mg & tré em dudi 12 tudi hodc can
ndang < 35 kg van chua dugc xac dinh. Khéng cé dif 1iéu cé sin.

Phuong phéap diéu tri
Quan 1y bing miéng. Nén udng vién Tenofovir Alafenamide 25 mg ciing vdi thidc &n.

4.3 Chéng chi dinh
Qua man cam véi hoat chit hodc vdéi bat ky t& dudc nado dugc liét ké& trong phdn 6.1.

4.4 Canh bdo dac biét va than trong khi sd dung

lay truyén HBV

Bénh nhan phai dugc théng bdo rdng vién Tenofovir Alafenamide 25 mg khéng ngdn nglia dudc nguy co
1ay truy&n HBV sang ngudi khac qua quan hé tinh duc hoic 1lay nhiém qua dudng mau. Phu hop

bién phap phong nglia phai tiép tuc dugc s dung.

Bénh nhan mic bénh gan mit bl

Khéng c6 dif 1iéu vé tinh an toan va hiéu qua clGa vién nén Tenofovir Alafenamide 25 mg & bénh nhan
nhidm HBV mic bénh gan mdt bu va cé didm Child Pugh Turcotte (CPT) > 9 (tlc 1a loai C). Nhiing bénh
nhan nay cé thé c6 nguy co cao gap phai cac phan Gng bat 1d¢i nghiém trong & gan hodc than. Do dé,
cac thong sb vé gan va than cdn dugc theo ddi chat ché& & nhém bénh nhan nay (xem phan 5.2).

Lam tram trong thém bénh viém gan

Bung phat khi diéu tri

Cac dgt trdm trong ty phat & bénh viém gan B man tinh 1a tudng d6i phé bién va dugc dac trung bdi sy gia
tang thoang qua cla alanine aminotransferase (ALT) trong huyét thanh. Sau khi bt ddu didu tri bang thubc
khang virus, ALT huyét thanh cé thé tang & mét sé bénh nhan. § nhiing bénh nhan mic bénh gan con bu, nhiing
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sy gia tang ALT huyét thanh thudng khong di kém véi sy gia tang ndng do bilirubin trong huyét thanh hodc tinh trang gan
mat bu. Bénh nhan xd gan c6 thé cé nguy cd mit bu gan cao hon sau dgt viém gan trdm trong hon, va do d6 cin dudc theo

déi chat ché trong quad trinh didu tri.

Bung phat sau khi ngiing diéu tri

Tinh trang viém gan tram trong hon d& dugc bdo cdo & nhiing bénh nhan da& ngiing didu tri viém gan B, thudng 1lién quan dén
viéc tang ndng d6 HBV DNA trong huyét tuong. Phdn 18n cac trudng hgp 1la tu gidi han nhung cac dgt kich phat nang, bao
gdm ca ti vong, c6 thé xdy ra sau khi ngiing didu tri viém gan B. Cin theo d&i chtc ning gan dinh ky 13p lai bing ca
theo ddi 14m sang va xét nghiém trong it nhit 6 thang sau khi ngling didu tri déi vdi cac bénh nhan viém gan B. viém gan

B. Néu thich hop, viéc tiép tuc didu tri viém gan B c6 thé dugc dam bio.
¢ nhitng bénh nhan méc bénh gan tién trién hodc xd gan, khéng nén nging diéu tri

vi tinh trang viém gan trdm trong sau didu tri c6 thd din dén gan mt bu. Cac con bung phat 8 gan dic biét nghiém trong

va doi khi gay tl vong & nhiing bénh nhan mic bénh gan mit bu.
Suy than

Bénh nhan c6 dd thanh thai creatinin < 3@ mL/phit

Viéc st dung vién Tenofovir Alafenamide 25 mg mdt 1dn mdi ngay & bénh nhan cé CrCl = 15 mL/phGt nhung < 30 mL/phit va &
nhiing bénh nhan cé CrCl < 15 mL/phdt dang chay than nhan tao dya trén dif liéu dugc dong hoc r4t han ché va trén mé hinh
va md phdng. Khong cé dif 1iéu an toan vé viéc si dung vién Tenofovir Alafenamide 25 mg dé didu tri bénh nhan nhiém HBV
cé CrCl < 3@ mL/phut.

Khong nén sd dung vién nén Tenofovir Alafenamide 25 mg & nhiing bénh nhan cé CrCl < 15 mL/phut va khéng dudc chay than

nhan tao (xem phan 4.2).

Poc tinh trén thén
Nguy cd tiém tang gay doc cho than do tiép xuc 1au dai vdi ndng do tenofovir thép do

Khéng thé loai tri viéc dung tenofovir alafenamide (xem phan 5.3).

Bénh nhan déng nhiém HBV va virus viém gan C hodc D
Khong cé dif 1iéu vé& tinh an toan va hiéu qud cla vién nén Tenofovir Alafenamide 25 mg & bénh nhan

ddng nhidm virus viém gan C hodc D. Nén tuadn thd hudng din st dung ddng thoi dé didu tri viém gan C (xem phdn 4.5).

pdng nhiém viém gan B va HIV

Nén cung cép xét nghiém khang thé HIV cho tat ca bénh nhan nhi&m HBV cé tinh trang nhiém HIV1

chua biét trudc khi bat dau diéu tri bang vién Tenofovir Alafenamide 25 mg. @ nhiing bénh nhan dang
ddng nhi&m HBV va HIV, nén dung ddng thdi vién Tenofovir Alafenamide 25 mg vdi cac thubc khang vi-rut khac dé dam bao
rang bénh nhan nhan dugc ché d6 didu tri HIV thich hgp (xem phan 4.5).

Dung ddng thdi vdi cac san phdm thubc khac

Khong nén dung vién nén Tenofovir Alafenamide 25 mg v8i cac san phém cé chda tenofovir alafenamide, tenofovir disoproxil
fumarate hodc adefovir Dipivoxil.

Ding ddng thdi vién nén Tenofovir Alafenamide 25 mg vdi mdt sé thubc chéng co giat (vi du:

Khong nén dung carbamazepine, oxcarbazepine, phenobarbital va phenytoin), thudc khang mycobacteria (vi du rifampicin,
rifabutin va rifapentine) hodc St. John's wort, t&t cd déu 1a chit gay cam Ung Pglycoprotein (PGp) va cé thé 1am giam
ndng do tenofovir alafenamide trong huyét tudng.

Ding ddng thdi vién Tenofovir Alafenamide 25 mg vdi cac chat Gc ché manh PGp (vi du itraconazole va ketoconazole) cé

thé lam tang ndng do tenofovir alafenamide trong huyét tudng.
Khéng nén dung déng thdi.
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Khéng dung nap Lactose

vién nén Tenofovir Alafenamide 25 mg chdia lactose monohydrat. Do d6, nhilng bénh nhan cé van dé di
truyén hiém g3p vé& khong dung nap galactose, thiéu hyt Lapp lactase hodc kém hdp thu glucosegalactose
khéng nén dung san pham thubc nay.

4.5 Tuong tac véi cac thudc khdc va cac dang tudng tac khac

Nghién clu tudng tac chi dugc thuc hién & ngudi 14n.
Khong nén dung vién nén Tenofovir Alafenamide 25 mg vdi cac san phém thubc cé chila tenofovir disoproxil
fumarate, tenofovir alafenamide hodc adefovir Dipivoxil.

Cac thubc c6 thé anh hudng dén tenofovir alafenamide

Tenofovir alafenamide dugc van chuyén bdi PGp va protein khang ung thu vu (BCRP).

Cac san phém thubc gay cam Ung PGp (vi du, rifampicin, rifabutin, carbamazepine, phenobarbital hodc

St. John's wort) dudc cho 1 s& lam giam ndng do tenofovir alafenamide trong huyét tudng, cé thé dan
dén mat tadc dung diéu tri cGa vién nén Tenofovir Alafenamide 25 mg. Khong nén dung déng thdi cac san
phém thubc nay véi vién Tenofovir Alafenamide 25 mg.

Dung ddng thdi vién nén Tenofovir Alafenamide 25 mg véi cac thudc dc ché PGp

va/hodc BCRP c6 thé lam ting ndng do tenofovir alafenamide trong huyét tuong. Khéng nén dung ddng thoi
cac chat dc ché manh PGp véi vién Tenofovir Alafenamide 25 mg. ]
Tenofovir alafenamide la chat nén cla OATP1B1 va OATP1B3 trong 6ng nghiém. Sy phan b6 tenofovir

alafenamide trong co thé c6 thé bi &nh hudng bdi hoat dong cla OATP1B1 va/hodc OATP1B3.

Tac dung cta tenofovir alafenamide déi véi cac thudc khac

Tenofovir alafenamide khong phdi 1a chat dc ché CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 hodc CYP2D6
trong ong nghiém. N& khéng phdi 1la chat dc ché CYP3A in vivo.

Tenofovir alafenamide khong phdi 1a chdt Uc ché uridine diphosphate glucuronosyltransferase (UGT) 1Al &

ngudi trong ng nghiém. Ngudi ta khong biét liéu tenofovir alafenamide c6 phai 1a chdt Uc ché cac enzyme UGT
khac hay khéng.

Théng tin tuong tac thudc cCa vién nén Tenofovir Alafenamide 25 mg cé khd ning dung ddng thoi

cac san phdm thudc dudc tém tit trong Bang 1 bén dudi (ting dugc bidu thi 1a “ ”, giam 1a “ ", khéng
thay ddi 1a “ ”; hai 14n mdi ngay 1a “bid”, 1liéu duy nhdt 1a “sd”, mét 1lan mdi ngay 1a “qd” ; va tiém
tinh mach 1a “IV"). Cac tuong téc thubc dugc md ta dua trén cac nghién cldu dudc thuc hién vdi tenofovir
alafenamide hodc 1a cac tuong tac thubc tiém 4n co thé xdy ra vdi vién nén Tenofovir Alafenamide 25 mg.

Bang 1: Tudng tac gidla vién Tenofovir Alafenamide 25 mg va cac thubc khac

San pham thubc theo Tac dung 1én ndng Khuyén céo lién quan dén viéc sd dung
ving diéu tri d6 thuéc.a,b dong théi véi Tenofovir
Alafenamid

Ty 1& trung binh
(khodng tin céy 90%) cho
AUC, Cmax, Cmin

THUOC CHONG €O GIAT
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Carbamazepine
(300 mg udng, ngay 2 1an)

Tenofovir alafenamidec

(25 mg udng, sd)

Tenofovir alafenamide

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)

pdng quan tri khéng dugc
khuyén khich.

Oxcarbazepin Tudng tac khéng dugc nghién cdu. pdng quan tri khéng dugc
. i khuyén khich.
Phenobarbital DU kién: i *
Tenofovir alafenamide
phenytoin Tudng téac khong dugc nghién clu. Pdng quan tri khong dugc
» khuyén khich.
Du kién:
Tenofovir alafenamide
Midazolamd Midazolam

(2,5 mg udng, sd)

Tenofovir alafenamidec

(25 mg udng, qd)

Cmax 1,02 (0,92, 1,13)
AUC 1,13 (1,04, 1,23)

Midazolamd

(1 mg IV, sd)

Tenofovir alafenamidec

(25 mg udng, qd)

Midazolam

Cmax 0,99 (0,89, 1,11)
AUC 1,08 (1,04, 1,14)

Khong can diéu chinh 1iéu midazolam
(uéng hodc tiém tinh mach).

THUOC GIAM GIAC

Sertralin

(50 mg uéng, sd)

Tenofovir alafenamidee

(10 mg udng, qd)

Tenofovir alafenamide
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)
Cmin 1.01 (©.99, 1.03)

Sertralin

(50 mg uéng, sd)

Tenofovir alafenamidee

(10 mg udng, qd)

Sertralin
Cmax 1,14 (0,94, 1,38)

AUC 0,93 (0,77, 1,13)

Khong can diéu chinh 1idu Vemlidy
hodc sertraline.

THUGC KHANG NUNG

Itraconazol

Ketoconazol

Tuong tac khdéng dudc nghién cdu.
DU kién:

Tenofovir alafenamide

Pdng quan tri khong dugc
khuyén khich.
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KHANG VI KHUAN

Dy kién:

Tenofovir alafenamide

Rifampicin Tudng téac khéng dudc nghién clu. pdng quan tri khéng dugc
i khuyén khich.
Rifapentine Dy kién:
Tenofovir alafenamide
Rifabutin Tuong tac khéng dudc nghién clu. Pdng quan tri khong dugc

khuyén khich.

THUBC KHANG HCV

Sofosbuvir (400 mg udng, qd)

Tudng tac khong dugc nghién cdu.

Khong can diéu chinh 1iéu Vemlidy hodc

(90 mg/40@ mg ubng, qd)

Tenofovir alafenamidef

(25 mg ubng, qd)

Cmax 1.01 (@©.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-3310079g

Cmax 1.08 (1.05, 1.11)

AUC 1.08 (1.06, 1.10)
Cmin 1.10 (1.07, 1.12)
Tenofovir alafenamide

Cmax 1,03 (0,94, 1,14)
AUC 1,32 (1,25, 1,40)
Tenofovir

Cmax 1.62 (1.56, 1.68)

AUC 1.75 (1.69, 1.81)

Cmin 1.85 (1.78, 1.92)

sofosbuvir.
Hy vong:
Sofosbuvir
GS-331007
Ledipasvir/sofosbuvir Ledipasvir Khong can didu chinh 1iéu Vemlidy hoac

ledipasvir/sofosbuvir.

Sofosbuvir/velpatasvir

(400 mg/100 mg udng, qd)

Tuong tac khdéng dudc nghién cdu.

Hy vong:
Sofosbuvir

GS-331007

Velpatasvir

Tenofovir alafenamide

Khong cdn didu chinh 1iéu Vemlidy hoac
sofosbuvir/velpatasvir.
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Sofosbuvir/velpatasvir/
voxilaprevir (400 mg/100
mg/ 100 mg + 100 mgi
uéng, qd)

Tenofovir alafenamidef

(25 mg ubng, qd)

Sofosbuvir

Cmax 0,95 (0,86, 1,05)

AUC 1,01 (0,97, 1,06)
GS-331007¢g

Cmax 1,02 (0,98, 1,06)

AUC 1,04 (1,01, 1,06)
Velpatasvir

Cmax 1.05 (0.96, 1.16)

AUC 1.01 (0.94, 1.07)
Cmin 1.01 (@.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 alafenamide

Cmax 1,32 (1,17, 1,48)

AUC 1,52 (1,43, 1,61)

Khong can diéu chinh 1iéu Vemlidy
hoac sofosbuvir/velpatasvir/voxilaprevir.

THUBC KHANG HIV - THUBC UC CHE P

ROTEASE

Atazanavir/cobicistat

(300 mg/150 mg udng, qd)

Tenofovir alafenamidec

(1@ mg ubng, qd)

Tenofovir alafenamide
Cmax 1,80 (1,48, 2,18)
AUC 1,75 (1,55, 1,98)

Tenofovir
Cmax 3.16 (3.00, 3.33)
AUC 3.47 (3.29, 3.67)
Cmin 3.73 (3.54, 3.93)

Atazanavir
Cmax ©0.98 (0.94, 1.02)
AUC 1.06 (1.01, 1.11)
Cmin 1.18 (1.06, 1.31)

Cobicistat
Cmax ©.96 (0.92, 1.00)
AUC 1.05 (1.00, 1.09)

Cmin 1.35 (1.21, 1.51)

pdng quan tri khéng dugdc
khuyén khich.
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Atazanavir/ritonavir

(300 mg/100 mg udng, qd)

Tenofovir alafenamidec

(1@ mg uéng, sd)

Tenofovir alafenamide
Cmax 1,77 (1,28, 2,44)
AUC 1,91 (1,55, 2,35)

Tenofovir
Cmax 2,12 (1,86, 2,43)
AUC 2,62 (2,14, 3,20)

Atazanavir
Cmax ©.98 (0.89, 1.07)
AUC 0.99 (0.96, 1.01)

Cmin 1.00 (0.96, 1.04)

pdng quan tri khéng dugc
khuyén khich.

Darunavir/cobicistat

(800 mg/150 mg udng, qd)

Tenofovir alafenamidec

(25 mg uéng, qd)

Tenofovir alafenamide

Cmax 0,93 (0,72, 1,21)

AUC 0,98 (0,80, 1,19)
Tenofovir

Cmax 3.16 (3.00, 3.33)

AUC 3.24 (3.02, 3.47)

Cmin 3.21 (2.90, 3.54)
Darunavir

Cmax 1.02 (©0.96, 1.09)

AUC ©.99 (0.92, 1.07)
Cmin ©.97 (0.82, 1.15)
Cobicistat

Cmax 1.06 (1.00, 1.12)

AUC 1.09 (1.03, 1.15)

Cmin 1.11 (©.98, 1.25)

pdng quan tri khéng dugc
khuyén khich.

Darunavir/ritonavir

(800 mg/100 mg udng, qd)

Tenofovir alafenamidec

(1@ mg uéng, sd)

Tenofovir alafenamide

Cmax 1,42 (0,96, 2,09)

AUC 1,06 (0,84, 1,35)
Tenofovir

Cmax 2,42 (1,98, 2,95)

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)

Pdng quan tri khong dugc
khuyén khich.
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Lopinavir/ritonavir

(800 mg/200 mg udng, qd)

Tenofovir alafenamidec

(10 mg ubng, sd)

Tenofovir alafenamide
Cmax 2,19 (1,72, 2,79)
AUC 1,47 (1,17, 1,85)

Tenofovir
Cmax 3,75 (3,19, 4,39)
AUC 4,16 (3,50, 4,96)

Lopinavir
Cmax 1.00 (0.95, 1.06)
AUC 1.00 (0.92, 1.09)

Cmin 0.98 (0.85, 1.12)

pdng quan tri khéng dugc
khuyén khich.

Tipranavir/ritonavir

Tuong tac khéng dudc nghién cdu.
Dy kién:

Tenofovir alafenamide

pdng quan tri khong dugc
khuyén khich.

THUBC KHANG HIV - THUOC UC CHE TICH HQP

Dolutegravir

(50 mg ubng, qd)

Tenofovir alafenamidec

(1@ mg uéng, sd)

Tenofovir alafenamide

Cmax 1,24 (0,88, 1,74)

AUC 1,19 (0,96, 1,48)

Tenofovir
Cmax 1,10 (0,96, 1,25)
AUC 1,25 (1,06, 1,47)
Dolutegravir
Cmax 1.15 (1.04, 1.27)
AUC 1.02 (©.97, 1.08)

Cmin 1.05 (0.97, 1.13)

Khéng can didu chinh 1iéu Vemlidy
hodc dolutegravir.

Raltegravir

Tuong tac khéng dudc nghién cdu.

Hy vong:

Tenofovir alafenamide

Raltegravir

Khong can didu chinh 1idu Vemlidy
hoac raltegraver.

THUOC KHANG HIV - BAN SAO NGUOC NON-NUCLEOSIDE

chit dc ché
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Efavirenz

(600 mg ubng, qd)

Tenofovir alafenamideh

(40 mg udng, qd)

Tenofovir alafenamide
Cmax 0,78 (0,58, 1,05)
AUC 0,86 (0,72, 1,02)

Tenofovir
Cmax 0.75 (0.67, 0.86)
AUC 0.80 (0.73, 0.87)
Cmin ©.82 (0.75, 0.89)

Hy vong:

Efavirenz

Khong can didu chinh 1idu Vemlidy
hodc efavirenz.

Nevirapin

Tuong tac khéng dudc nghién cdu.

Hy vong:

Tenofovir alafenamide

Nevirapin

Khong can diéu chinh 1lidu Vemlidy
hodc nevirapine.

Rilpivirine
(25 mg udng, qd)

Tenofovir alafenamide

(25 mg udng, qd)

Tenofovir alafenamide

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)
Rilpivirine

Cmax 0,93 (0,87, 0,99)

AUC 1,01 (0,96, 1,06)

Cmin 1,13 (1,04, 1,23)

Khong can didu chinh 1idu Vemlidy
hodc rilpivirine.

THUBC KHANG HIV - THUOC BOI THY CCRS

Maraviroc

Tudng tac khoéng dugc nghién cdu.
Hy vong:
Tenofovir alafenamide

Maraviroc

Khéng can diéu chinh 1iéu Vemlidy
hoac maraviroc.

BO SUNG THAO DUGC

John's wort

(Hypericum perforatum)

Tuong tac khéng dudc nghién cdu.
Dy kién:

Tenofovir alafenamide

pdng quan tri khéng dugc
khuyén khich.

Thudc tranh thai dudng udng
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udc tinh cda Na Uy Norelgestromin Khong can didu chinh 1iédu Vemlidy hodc

imate/ethinyl iol.
(0,180 mg/0,215 mg/ Cmax 1,17 (1,07, 1,26) norgestimate/ethinyl estradio

0,250 éng, qd
mg uong, qd) AUC 1,12 (1,07, 1,17)

Ethinylestradiol
inylestradio Cmin 1.16 (1.08, 1.24)

(0,025 mg ubng, qd) Norgestrel

Tenofovir alafenamidec
Cmax 1,10 (1,02, 1,18)

(25 ng udng, qd) 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)

a Cac nghién cdu vé tuong tac toan dién dugc thyc hién & nhiing ngudi tinh nguyén khée manh.

b. T&t ca cac ranh gidi khdng cé hiéu Ung la 70% 143%

c. Nghién clu dugc thyc hién vdi vién két hgp lidu cb dinh emtricitabine/tenofovir alafenamide

d. Chadt nén CYP3A4 nhay cam

d. Nghién clu dudc thyc hién vdéi lidu cb dinh elvitegraver/cobicistat/emtricitabine/tenofovir alafenamide
may tinh bang két hgp

f. Nghién clu dugc thyc hién vd&i vién két hgp lidu cb dinh emtricitabine/rilpivirine/tenofovir alafenamide

g. Chat chuyén héa nucleoside luu hanh chi yéu cia sofosbuvir

h. Nghién clu dugc thyc hién vdi tenofovir alafenamide 40 mg va emtricitabine 200 mg
4.6 Khd ndng sinh san, mang thai va cho con bu

Thai ky

Khong cé hoac cé r&t it di liéu (it hon 300 trudng hgp mang thai) vé& viéc sd dung tenofovir alafenamide & phu nif
mang thai. Tuy nhién, mdt lugng 16n dif 1iéu v& phu nif mang thai (hon 1000 két qud phdi nhi&m) cho thdy khéng cé
di tat hodc doc tinh cho thai nhi/tré sd sinh 1lién quan dén viéc s dung tenofovir disoproxil fumarate.

Cac nghién clu trén déng vat khéng cho thiy tac dung cé hai tryc tiép hoac gian tiép lién quan dén ddéc tinh sinh
san
(xem phén 5.3).

Viéc sU dung vién nén Tenofovir Alafenamide 25 mg c6 thé dudc can nhic trong thdi ky mang thai néu can thiét.

Cho con bu

Ngudi ta khong biét 1iéu tenofovir alafenamide cé dugc tiét qua sifa me hay khéng. Tuy nhién, cac nghién ciu trén
doéng vat cho thdy tenofovir dugc tiét vao sifa. Khéng cé di théng tin vé tac dung cda tenofovir & tré sd sinh/nhii
nhi.

Khéng thé loai tru nguy cd déi véi tré bu sta me; do d6, khong nén st dung vién nén Tenofovir Alafenamide 25 mg
trong thdi gian cho con bu.

kha nang sinh san
Khong c6 dif 1iéu trén ngudi vé tac dung cla vién nén Tenofovir Alafenamide 25 mg déi vdi kha nang sinh san.

Cac nghién clu trén dong vat khong chi ra tac dung cé hai clia tenofovir alafenamide d6i vdi kha nang sinh san.
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4.7 Anh hudng 1én kha nang 14i xe va van hanh may méc
Vién nén Tenofovir Alafenamide 25 mg khong cé hodic dnh hudng khong dang ké dén kha nang 1ai xe va

sd dung

may méc. Bénh nhan nén dugc théng bao rdng chéng mit d& dugc bdo cdo khi didu tri bang vién Tenofovir Alafenamide 25 mg.

4.8 Tac dung khdng mong mudn

Tém tét hd s an toan

Panh gid cac phan Ung b4t 1¢i dya trén did liéu an toan tif phan tich dugc thyc hién dén phan tich Tudn 72 (thoi gian phoi
nhiém trung binh 1a 88 tudn), tu 2 nghién clu Giai doan 3 trong dé 866 bénh nhan nhiém HBV nhan tenofovir alafenamide

25 mg mdi ngay mdét 1an. Cac phan Ung bdt 1gi dugc bao cao thudng xuyén nhdt 1a dau ddu (11%), budn nén (6%) va mét méi
(6%) .

Bang tém t&t cac phan lng bat 1gi

Cac phan ung b4t 1¢i cla thudc sau day da dudgc xac dinh vdi tenofovir alafenamide & bénh nhan viém
gan B madn tinh (Bang 2). Cac phan Ung bét 1gi dugc 1liét ké dudi day theo loai cd quan va tan sudt
clla hé théng co thé. Tan sut dugc xac dinh nhu sau: rét thudng gdp ( = 1/1@), thudng gap ( =
1/100 dén < 1/10), khong phd bién ( > 1/1.000 dén < 1/100), hiém gap ( > 1/10.000 dén < 1/1.000) hoic rat
hiém (< 1/10.000).

Bang 2: Cac phan Ung cé hai cla thubc dugc xac dinh vdi tenofovir alafenamide

Ldp cd quan hé thdng

Tinh thudng xuyén Phan (ng bat 1lgi

R6i loan hé than kinh

R4t phd bién bau dau

Chung chéng mat

R6i loan tiéu hoéa

Chung Tiéu chay, nén mifa, budn nén, dau bung, chudng bung, ddy hoi

R6i loan gan mat

Chung ALT tang

R6i loan da va mdé dudi da

Chung Phat ban, ngta

khong phé bién pht machl, may dayl

R6i loan cd xudng va mo lién két

Chung Pau khdp

R6i loan chung va tinh trang tai chd dung thudc

Chung Mét médi

1 Phan (ng b4t 1¢i dugc xac dinh thong qua gidm sat sau khi dua ra thi trudng ddi véi cac san phém co
chia tenofovir alafenamide.
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Bao cao cac phan lng bt 1gi nghi ngs

B4o cao cac phan lng bt 1gi nghi ngd sau khi san phém thudc dugc cdp phép 1a rat quan trong.

N6 cho phép tiép tuc theo déi sy can béng 1¢i ich/nguy cd cta san phém thudc. Cac chuyén gia cham séc stc khoe
dugc yéu cau bado cdo moi phan Ung bdt 1gi nghi ngd théng qua céng cu bao cio TMDA ADR; trang web: https://
imis.tmda.go.tz/arrt_hodc tim kiém Cbéng cu bdo cdo phan Ung bit 1¢i cla TMDA trong Clia hang Google Play'';

4.9 Qua lidu

Néu xdy ra qué 1idu, bénh nhan phai dugc theo déi dau hiéu ngd doc (xem phdn 4.8).

Pidu tri qud 1idu bdng vién nén Tenofovir Alafenamide 25 mg bao gdm cac bién phap hd trg chung

cac bién phap bao gdm theo doi cac ddu hiéu sinh tdn ciing nhu quan sat tinh trang 1am sang cla bénh nhan.

Tenofovir dugc loai bd hiéu qud bing tham tach mau véi hé sb chidt khodng 54%. Ngudi ta khong biét liéu tenofovir

c6 thé dugc loai bé bing thdm phan phiac mac hay khéng.

5. Tinh chit dugc 1y

5.1 bac tinh dugc luc hoc

Nhém dugc 1y didu tri: Thudc khang vi-rGt dung toan than, thudc Gc ché men sao chép ngugc nucleoside va nucleotide;
M& ATC: JO@5AF13.

Cd ché hoat dong
Tenofovir alafenamide 13 tién ch&t phosphonamidate clia tenofovir (chit tuong ty 2'deoxyadenosine monophosphate).
Tenofovir alafenamide xam nhap vao té bao gan nguyén phat bang cach khuéch tan thu dong va qua gan.

chit van chuyén h&p thu OATP1B1 va OATP1B3. Tenofovir alafenamide chi yéu bi thay phan thanh tenofovir bdi
carboxylesterase 1 trong té bao gan nguyén phat. Tenofovir ndi bao sau d6 dugc phosphoryl héa thanh chit chuyén
héa cé hoat tinh dugc ly tenofovir diphosphate.

Tenofovir diphosphate Gic ché sy sao chép cta HBV théng qua viéc gén vao DNA cla virus nhd men sao chép ngugc cla
HBV, din dén két thic chudi DNA.

Tenofovir cé hoat tinh d&c hiéu déi véi virus viém gan B va virus gay suy gidm midn dich & ngudi (HIV1 va HIV2).
Tenofovir diphosphate 13 chdt tc ché yéu cac DNA polymerase clia dong vat c6 vi bao gdm DNA polymerase y cla ty
thé va khong c6 bang chiing vé doc tinh cua ty thé trong 6ng nghiém dya trén mét sé xét nghiém bao gdm phan tich
DNA ty thé.

Hoat dong khang virus

Hoat tinh khang vi-rit clGa tenofovir alafenamide dugc danh gid trong cac té bao HepG2 dya trén mét nhém cac phan
1ap 1lam sang HBV dai dién cho kidu gen AH. Gia tri EC50 (ndng dd hiéu qua 50%) cla tenofovir alafenamide dao ddng
tif 34,7 dén 134,4 nM, véi EC50 trung binh tdng thé 1a 86,6 nM. CC50 (ndng d6 doc té bao 50%) trong té bao HepG2

1a > 44400 nM.
Stc chbng cy

Trong mot phan tich téng hgp & nhiing bénh nhan dung vién nén Tenofovir Alafenamide 25 mg, phan tich trinh ty dugc
thyc hién theo cap dbi ban ddu va trén cac phan 1ap HBV trong didu tri dbi véi nhiing bénh nhan d& trai qua dot
bing phat virus (2 1&n tham kham 1ién tiép véi HBV DNA > 69 IU/mL sau khi c6 < 69 IU). /mL, hoic HBV DNA ting 1,0
1og1@ hodc cao hon tif méic thip nhat) dén Tudn 48, hodc c6 HBV DNA > 69 IU/mL khi ngiing thubc sém vao hoic sau Tudn
24. Khéong cé su thay thé axit amin nao lién quan dén tinh trang khang thubc Tenofovir Alafenamide vién 25 mg da

dudc xac dinh trong 20 cdp phan lap.

Khéng chéo

Hoat tinh khang virus cua tenofovir alafenamide dugc danh gid dya trén mdt nhém cac chidng phan 1lap cé chida
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dot bién chit Gc ché men sao chép ngugc nucleos(t)ide trong té bao HepG2. Cac ching HBV phan 1ap biéu hién
cadc dang thay thé rtvi73L, rtL18@M va rtM204V/I 1lién quan dé&n khd ning khang lamivudine vin nhay cam véi
tenofovir alafenamide (thay ddi < 2 1&n 8 EC50). Cac chdng HBV phén 1ap bidu hién cac thay thé rtL18eM,
TtM204V cong véi TtT184G, TtS202G hodc rtM250V lién quan dén kha nang khang entecavir van nhay cam véi
tenofovir alafenamide. Cac phan 1lap HBV bidu hién cac dot bién thay thé don rtA181T, rtA181V hodc TtN236T
1ién quan dén kha nang khang adefovir van nhay cam véi tenofovir alafenamide; tuy nhién, ching HBV phan lap
bidu hién rtA181V céng v6i rtN236T cho thdy dé nhay cam giam véi tenofovir alafenamide (thay dbi gdp 3,7 1an
d EC50). Sy lién quan vé& mit 1am sang cla nhiing sy thay thé nay chua dudc biét dén.

DU 1iéu 1am sang

Hiéu qud va do an toan cla vién nén Tenofovir Alafenamide 25 mg & bénh nhan viém gan B mén tinh dya trén dd
liéu 48 tudn tu hai nghién cGu ngiu nhién, mu @6i, cé aéi ching tich cuc, GSUS3200108 (“Nghién clu 108") va
GSUS3200110 (“Nghién clu 110").

Trong nghién cliu 108, nhiing bénh nhan chua tiing diéu tri HBeAg &m tinh va nhiing bénh nhan da ting diéu tri
c6é chic ndng gan con bu dugc chon ngdu nhién theo ty 1é& 2:1 dé nhan vién Tenofovir Alafenamide 25 mg (25 mg;
N = 285) mét 1dn mdi ngady hodc tenofovir disoproxil fumarate (300 mg; N). = 140) mot 13n mbi ngay. DO tudi
trung binh 1la 46 tudi, 61% 1a nam gidi, 72% 1a ngudi chau A, 25% 1a ngudi da tréng va 2% (8 ddi tugng) 1a
ngudi da den; 24%, 38% va 31% c6 kidu gen HBV B, C va D tuong dng. 21% da ting didu tri (didu tri trudc dé
bang thudc khang virus dudng udng, bao gdm entecavir (N = 41), lamivudine (N = 42), tenofovir disoproxil
fumarate (N = 21) hodc loai khac (N = 18)). Luc ban déu, HBV DNA huyét tudng trung binh 1la 5,8 logl@ IU/mL,
ALT huyét thanh trung binh 1a 94 U/L va 9% bénh nhan c6 tién sd xd gan.

Trong nghién clfu 11@, nhiing bénh nhan chua tiing didu tri HBeAg dudng tinh va nhiing bénh nhan da ting diéu
tri cé chiic ndng gan con bl dudc chon ngdu nhién theo ty 1é& 2:1 dé nhan vién Tenofovir Alafenamide 25 mg (25
mg; N = 581) mdt 13n mbi ngay hodc tenofovir disoproxil fumarate (30@ mg; N). = 292) mot 1an mdi ngay. Po
tudi trung binh 1la 38 tudi, 64% 1a nam gidi, 82% 1a ngudi chau A, 17% 1a ngudi da tréng va < 1% (5 dbi
tugng) 13 ngudi da den. 17%, 52% va 23% c6 kidu gen HBV B, C va D tuong dng. 26% da ting diéu tri (didu tri
trudc d6 bang thudc khang virus dudng ubng, bao gom adefovir (N = 42), entecavir (N = 117), lamivudine (N =
84), telbivudine (N = 25), tenofovir disoproxil fumarate (N = 70), hodc loai khac (n = 17)). Luc ban déu,
HBV DNA huyét tudng trung binh 13 7,6 logl@ IU/mL, ALT huyét thanh trung binh 14 120 U/L va 7% bénh nhan cé
tién st xd gan.

Tiéu chi chinh vé& hiéu qud trong cad hai thi nghiém 1& ty 1& bénh nhan cé ndng d6 HBV DNA trong huyét tudng
dudi 29 IU/mL. Vién nén Tenofovir Alafenamide 25 mg dap (ng tiéu chi khéng thua kém vé viéc dat dugc DNA HBV
dudi 29 IU/mL khi so sanh vdi tenofovir disoproxil fumarate.

Két qua dilu tri cla Nghién cdu 108 va Nghién clu 110 dé&n Tudn 48 dudc trinh bay trong Bang 3 va Bang 4.

Cac két qua bd sung qua Tudn 72 dugc trinh bay trong Bang 5.

Bang 3: Cac thong sbé vé& hiéu qud cha HBV DNA & Tuadn 48a

Nghién ctu 108 (HBeAg-Am tinh) Nghién clu 110 (HBeAg-
Tich cuc)
BAN BIET TDF BAN BIET TDF
(N = 285) (N = 140) (N = 581) (N = 292)
HBV DNA < 29 IU/mL 94% 93% 64% 67%
Sy khac biét trong diéu trib , -3,6% (KTC 95% = -9,8% dén
1,8% (KTC 95% = -3,6% dén 7,2%) 2.6%)
, 0%
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HBV DNA > 29 IU/mL

2%

3%

31%

30%

DNA HBV cd ban

< 7 logl@ IU/mL

v
~

logl@ IU/mL

96% (221/230)
85% (47/55)

92% (107/116)
96% (23/24)

DNA HBV cd ban

nhung c6 trén thubc nghién cdu

< 8 logl@ IU/mL 82%
» 8 logl0 TU/mL o v s 0 82% (254/309) (123/150)
43% (117/272) 51%
(72/142)
Nucleoside ngay thd 70%
Nucleoside c6 kinh nghiém 94% (212/225) 93% (102/110) 68% (302/444) (156/223)
93% (56/60) 93% (28/30) 50% (69/137) 57%
(39/69)
Khong cé dif 1iéu virus hoc & 4% 4% 59 39
Tudn 48
Thudc nghién cdu bi ngiing 0 0 < 1% 0
do thiéu hiéu qua
Thubc nghién cdu bi ngiing do 1% 1% 1% 1%
AE hodc td vong
Ngiing thubc nghién clu vi 1y 2 3% 3% 2
do khacd
Thiéu dii 1iéu trong thdi gian clia sé < 1% 1% < 1% )

Khéng &p dung = khéng 4p dung

TDF = tenofovir disoproxil fumarate

TAF = tenofovir alafenamide
Mot. Thiéu = phan tich 16i.

b. Pugc didu chinh theo phan loai HBV DNA trong huyét tudng ban dau va phan loai tinh trang diéu tri bing thudc khang vi-rat dudng udng.

c. Cac dbi tugng chua tiing didu tri d& dugc didu tri bing thubc khang vi-rGt dudng udng vdi bat ky chét tudng ty nucleoside

hodc nucleotide nao bao gom tenofovir disoproxil fumarate hoic tenofovir alafenamide trong th&i gian dudi 12 tudn.
d. Bao gbm nhiing bénh nhan d& ngiing st dung vi 1y do khéng phai 1a AE, td vong hodc thidu hodc mit
hiéu qud, vi dy nhu rdt lai su déng Y, mét theo déi, v.v.

Bang 4: Cac théng sd hiéu qua bd

sung & Tuan 48a

Nghién cliu 108 (HBeAg-Am tinh) Nghié

n clu 11 @ (HBeAg-

ALT binh thudng hdéa (Phong thi nghiém

Tich cuc)
BAN BIET TDF BAN BIET TDF
(N = 285) (N = 140) (N = 581) (N-=
292)
MOI THU
83% 75% 72% 67%

trung tam)b
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M4t HBsAg/chuyén déi huyét than

ALT binh thudng héa (AASLD)c 50% 32% 45% 36%
Huyét thanh hoc 12%/
HB e A chuyén ddi huyét A T 1 o 14% / 10% 8%
L:ICIII:I :J\.’JIIB
h o/ 0/ 0 1% / 1% <1% / 0

Khoéng &p dung = khéng 4p dung
TDF = tenofovir disoproxil fumarate
TAF = tenofovir alafenamide

Mot. Thidu = phan tich 16i.

b. Dan sb dugc su dung aé phan tich mdc d6 binh thudng héa ALT chi bao gém nhiing bénh nhan cé ALT trén
gi¢i han trén cda mic binh thudng (ULN) cda pham vi xét nghiém trung tam ldc ban dau. ULN cla phong
xét nghiém trung tam déi véi ALT nhu sau: < 43 U/L ddi v&i nam tu 18 dén < 69 tudi va < 35 U/L ddi véi
nam > 69 tudi; < 34 U/L dbi v&i nif tif 18 dén < 69 tudi va < 32 U/L dbi véi nit > 69 tudi.
c. Dan sb dugc su dung aé phan tich mdc d6 binh thudng hdéa ALT chi bao gém nhiing bénh nhan cé ALT
trén ULN theo tiéu chi ban dau clGa Hiép h@i Nghién clu Bénh Gan Hoa Ky (AASLD).
AASLD ULN cho tiéu chi ALT nhu sau: < 30 U/L d6i véi nam va < 19 U/L doi vdéi ndi.

d. Qudn thé dugc st dung dé phan tich huyét thanh chi bao gdm nhiing bénh nhan c6 khang nguyén dudng tinh va

c6 khang thé
tiéu cyc hodc thiéu & mlc co ban

Kinh nghiém trén 48 tudn & Nghién cdu 108 va Nghién clu 110

0 Tudn 96, sy Uc ché virus ciing nhu cdc phan (ng sinh héa va huyét thanh hoc van dudc duy tri khi tiép tuc

didu tri bang tenofovir alafenamide

(xem Bang 5).

Bang 5: HBV DNA va cac thong sé hiéu quad bd sung & Tudn 96a

Nghién cdu 108 (HBeAg-Am tinh)

Nghién clu 110 (HBeAg-

Tich cuc)
BAN BIET TDF BAN BIET TDF
(N = 285) (N = 140) (N = 581) (N =
292)
HBV DNA < 29 IU/mL 90% 91% 73% 75%
DNA HBV co ban
< 7 logl@ IU/mL 90% (207/230) 91% (105/116) s i s i 1
> 7 logl@ IU/mL 91% (50/55) 92% (24/22)
DNA HBV cd ban
< 8 logl@ IU/mL 81%
2 8 loglo IU/mL w1 03 w1 0 84% (260/309) (122215
60% (163/272) 68%

(97/142)
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Nucleoside-ngéy thd 90% (203/225) 92% (101/110) 75% (331/444) 75%
s s . (168/22
C6 kinh nghiém v& nucleoside 90% (54/60) 87% (26/30) 67% (92/137) 5
72%
(50/69)
MOI THU
ALT binh thudng hoa (Phong thi nghiém trung tam)c 81% 71% 75% 68%
ALT chudn hoéa (AASLD)d 50% 40% 52% 42%
Huyét thanh hoc 18% /
M&t HBeAg/chuyén ddi huyét thanh iy 4 gy wers 1 13 22% / 18% 12%
M&t HBsAg/chuyén ddi huyét thanh < 1%/ < 1% 0/ 0 1% / 1% 1% / 0

Khong &p dung = khéng 4p dung
TDF = tenofovir disoproxil fumarate
TAF = tenofovir alafenamide

Mot. Thiéu = phan tich 18i

b. Cac dbi tugng chua tiing didu tri d& dugc didu tri bang thubc khang vi-rat dudng udng dudi 12 tudn vdi bat ky chat
tuong ty nucleoside hodc nucleotide nao bao gbm tenofovir disoproxil fumarate hodc tenofovir alafenamide.

c. Dan sb dugc sd dung dé phan tich méc binh thudng héa ALT chi bao gdm nhiing bé&nh nhan cé ALT trén mic
trén.

gidi han binh thudng (ULN) cta pham vi phong thi nghiém trung tam & mlc co ban. ULN cla phong xét nghiém
trung tam @bi véi ALT nhu sau: < 43 U/L d@bi véi nam td 18 dén < 69 tudi va < 35 U/L ddi v6i nam > 69 tuéi; <
34 U/L d@bi voi nif tU 18 dén < 69 tudi va 32 U/L déi véi nif > 69 tudi.

d. Dan sé dugc sl dung dé phan tich mic d6 binh thudng héa ALT chi bao gbm nhiing bénh nhan cé ALT trén ULN
theo tiéu chi ban diu cla Hiép hdi Nghién clu Bénh Gan Hoa Ky (AASLD) (> 3@ U/L nam va > 19 U/L ni).

Thay ddi sé do mat do khoang xuadng
Trong cd hai nghién clu, tenofovir alafenamide cé 1lién quan dén ty 1é& gidm xudng nhd hon.

mat d6 khoang chdt (BMD; dudc do bang phép phan tich hip thy tia X ning lugng kép & héng va cot séng thit
lung [DXA]) so vd&i tenofovir disoproxil fumarate sau 72 tudn diéu tri.

Thay ddi cac théng sé do chiic nang than

Trong cd hai nghién clu, tenofovir alafenamide cé 1lién quan dén nhiing thay ddi nhé hon vé cac théng sé an
toan & than (giadm CrCl udc tinh theo CockcroftGault it hon va phdn tram tdng ty 1& protein trong nudc tiéu
trén creatinine va ty 1é& albumin trén creatinine trong nudc tidu) nhdé hon so vdi tenofovir disoproxil
fumarate sau 72 tudn diéu tri ( xem thém phén 4.4).

Dan sb tré em
Cd quan Dugc phém Chau Au da tri hoan nghia vy nop két qud nghién cdu véi

Vién nén Tenofovir Alafenamide 25 mg diing cho mot hodc nhidu nhom tré em §
didu tri viém gan B man tinh (xem phdn 4.2 va 5.2 dé biét théng tin vé& su dyng cho tré em).

5.2 bPac tinh dudgc déng hoc

Hap thu
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Sau khi ubng vién nén Tenofovir Alafenamide 25 mg lic déi & bénh nhan ngudi 16n bi viém gan B man
tinh, ndng d6 dinh trong huyét tudng cua tenofovir alafenamide dudc quan sat thdy khoang 0,48 gid
sau khi dung thubc. Dya trén phéan tich dudc ddng hoc dan sb Giai doan 3 & nhiing adi tugng mic CHB,
AUC@-24 & trang thai dn dinh trung binh cla tenofovir alafenamide (N = 698) va tenofovir (N = 856)
13n lugt 13 @,22 pg-hr/mL va @,32 pg-hr/mL. Cmax & trang thai dn dinh cta tenofovir alafenamide va
tenofovir 14n lugt 14 0,18 va ©,02 pg-hr/mL. Lién quan dén didu kién nhin an, viéc ding mét 1idu duy
nh&t vién Tenofovir Alafenamide 25 mg vdi blla &n nhidu chit béo din dén tang 65% mic phdi nhiém
tenofovir alafenamide.

Phan phbi

Sy gin két cda tenofovir alafenamide vdi protein huyét tuong ngudi trong céc m3u dugc thu thap trong
cac thi nghiém 1am sang 1a khoang 80%. Su gén két cla tenofovir véi protein huyét tudng ngudi nhd
hon @,7% va khong phu thudc vao ndng do trong khoang @,01-25 pg/mL.

Chuyén héa sinh hoc

Chuyén héa 1a con dudng thai trl chinh cla tenofovir alafenamide & ngudi, chiém > 80% 1iéu udng. Cac
nghién clu in vitro d& chi ra rang tenofovir alafenamide dugc chuyén héa thanh tenofovir (chat
chuyén héa chinh) bdi carboxylesterasel trong té bao gan; va bdi cathepsin A trong PBMC va dai thuc
bao. In vivo, tenofovir alafenamide dugc thdy phan trong té bao dé tao thanh tenofovir (chinh

chdt chuyén héa), dugc phosphoryl héa thanh chat chuyén héa cé hoat tinh, tenofovir diphosphate. In
vitro, tenofovir alafenamide khong dugc chuyén héa bdi CYP1A2, CYP2C8, CYP2C9, CYP2C19 hodc CYP2D6.
Tenofovir alafenamide dugc chuyén héa tdi thidu bdi CYP3A4.

Loai bd

Sy bai tiét qua than cua tenofovir alafenamide nguyén ven 1a mot con dudng nhd véi < 1% 1iéu dugc

thai trd qua nudc tidu. Tenofovir alafenamide chu yéu dugc thdi tri sau khi chuyén héa thanh tenofovir.
Tenofovir alafenamide va tenofovir cé thdi gian ban hdy trung binh trong huyét tuong lan lugt 13 0,51

va 32,37 gid.

Tenofovir dugc dao thdi qua thén khdi cd thé béng cach loc & cdu than va hoat dong

bai tiét & dng than.

Tuyén tinh/phi tuyén tinh
Phdi nhiém tenofovir alafenamide ty 1& thu&n v&i 1idu trong khodng liéu tif 8 dén 125 mg.

Dugc dong hoc & cac nhom dan sé dac biét

Tudi, gidi tinh va dan toc

Khong xac dinh dudc sy khac biét c6é y nghia 1lam sang vé dugc dong hoc theo tudi hodc chdng téc. Sy
khac biét vé dugc dong hoc theo gidi tinh khdng dugc coi 1la cé y nghia 1lam sang.

Suy gan

¢ nhiing bénh nhan bi suy gan nang, téng néng do trong huyét tudng cla tenofovir alafenamide va
tenofovir thdp hon so vdi nhiing ngudi cé chdc ning gan binh thudng. Khi hiéu chinh mic d6 1lién két
véi protein, ndng do tenofovir alafenamide trong huyét tudng khong 1lién két (ty do) & bénh nhan suy
gan nang va chdc nang gan binh thudng la tudng tu nhau.

Suy than

Khong cé su khac biét cé y nghia 1lam sang vé dugc doéng hoc cda tenofovir alafenamide hodc tenofovir
giffa ngudi khde manh va bénh nhan suy than ndng (CrCl udc tinh > 15 nhung < 3@ mL/phit) trong cac
nghién clu vé tenofovir alafenamide.
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Dan sé tré em

Dugc dong hoc cla tenofovir alafenamide va tenofovir dugc dénh giad & ngudi nhiém HIV1,

diéu tri cho thanh thiéu nién chua ting dugc diéu tri da nhan dugc tenofovir alafenamide (10 mg) két hgp vdi elvitegraver,
cobicistat va emtricitabine dudi dang vién két hgp 1idu cé dinh (E/C/F/TAF; Genvoya). Khdng quan sat thdy su khac biét
c6 y nghia 1am sang vé& dudc déng hoc cta tenofovir alafenamide hoic tenofovir gitfa déi tugng nhiém HIV1 1a thanh

thiéu nién va ngudi trudng thanh.

5.3 DI 1iéu an toan tién 1am sang
Cac nghién ctu phi 1am sang & chudt va ché cho thdy xuong va than 1a cd quan bi nhilm doc chinh. Péc tinh trén xudng

2

dugc quan sat thdy 1a BMD giam & chudt va ché & mic phoi nhiém tenofovir 16n hon it nhit bdn 1in so véi mic dy kién
sau khi dung tenofovir alafenamide. Sy xam nhap tbi thidu cda cac té bao mo6 da xudt hién trong mét & ché & mic phoi
nhim tenofovir alafenamide va tenofovir 1dn 1lugt 16n hon khodng 4 va 17 1dn so véi mdc phoi nhiém dy kién sau khi
diing normalofovir alafenamide. Tenofovir alafenamide khéng gay dét bién gen hoic gay nhilm séc thé trong cac thd
nghiém gay doc gen théng thudng. Do ndng d6 tenofovir & chudt cbng va chudt nhét thdp hon sau khi dung tenofovir
alafenamide so véi tenofovir disoproxil fumarate, cac nghién ctiu v& kha nang gay ung thu va nghién cdu chu sinh &
chugt chi dugc thyc hién véi tenofovir disoproxil fumarate. Khong cé nguy cd ddc biét nao dbéi vdi con ngudi dugc phat
hién trong cac nghién clu théng thudng v& khd nang gdy ung thu vdi tenofovir disoproxil (dudi dang fumarate) va sy
sinh san va phat tridn véi tenofovir disoproxil (dudi dang fumarate) hodc tenofovir alafenamide. Cac nghién clu vé

ddéc tinh sinh san & chudt va thd cho thdy khéng cé anh hudng gi dén viéc giao phdi, kha ning sinh san,

théng sé mang thai hodc thai nhi. Tuy nhién, tenofovir disoproxil fumarate 1lam gidm chi sé kha nang séng so6t va can

nang cta chudt con trong mdt nghién cdu vé déc tinh chu sinh & liéu gay doc cho chudt me. TIuyén miéng lau dai

Nghién cdu vé& kha niang gay ung thu & chudt cho thdy ty 1& mic khbéi u ta trang thip, dudc coi 1a c6 kha nang 1ién quan
dén ndng d6 cuc bd cao trong dudng tiéu héa & 1idu cao 600 mg/kg/

ngdy. Cd ché hinh thanh khéi u & chuét va khd nang 1lién quan dén con ngudi 1 khéng chéc chén.

6. Thong tin dugc pham
6.1 Danh muc téa dugc

May tinh bang 18i

Lactose Monohydrat, Cellulose vi tinh thé, Natri Croscarmellose, Magié Stearate
Ao phim
Rugu Polyvinyl, Polyethylene Glycol, Titanium Dioxide & Talc.

6.2 Su khong tudng thich
Khoéng ap dung dugc.

6.3 Thdi han s dung
24 thang

6.4 Bién phap phong nglla dac biét khi bdo quén

Khéng bao quan & nhiét d6 trén 3@°C. Bao quan trong bao bi gdc.

6.5 Ban chat va ndi dung cla thung chia
ghai HDPE 30's, 90's & 180's*

Khong phai tdt ca cac goi déu c6 thé dugc ban trén thi trudng

6.6 Bién phap phong nglla dac biét khi thai bé
Khéng c6 nhilng doi héi dac biét.
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B4t ky san phdm thubc hodc chit thai nao khéng dugc sd dung phdi dugc xd ly theo yéu cdu cla dia
phuadng.
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