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TONG HOP DAC DIEM SAN PHAM

1. TEN THUbC

Vién nén Tenofovir Alafenamide 25 mg
2. THANH PHAN DINH TINH VA DINH LUONG

M8i vién nén bao phim chda:

25 mg tenofovir Alafenamide (tuong duong 28 mg Tenofovir
alafenamidefumarate)

pé biét danh sach ddy d0 cac ta dugc, xem phadn 6.1.

3. DANG DUGC PHAM
Vién nén bao phim.

Vién nén bao phim mau trdng dén tréng nhat, hinh tron, cé khic chif 'L3' trén
mét bén va dong bang & phia bén kia.

4. CHI TIET LAM SANG

4.1. Chi din didu tri

Vién nén Tenofovir alafenamide dudgc chi dinh dé diéu tri bénh man tinh
Viém gan B & ngudi 16n va thanh thiéu nién (tU 12 tudi trd 1én cé biéu hién co thé

nang it nh&t 35 kg) (xem phan 5.1).

4.2. Lidu lugng va cach ding

Viéc diédu tri phai dudc bdt ddu bdi bac si cé kinh nghiém trong viéc quan 1y
cla bénh viém gan mén tinh B.

1iédu lugng

Ngudi 16n va thanh thiéu nién (tu 12 tudi trd lén véi trong lugng cd thé it nhat
35 kg): mét vién mot 1an mbi ngay.

Ngiing diéu tri
Viéc ngiing didu tri c6 thé dudc xem xét nhu sau (xem phan 4.4):

+ @ nhiing bénh nhan c6é HBeAg dudng tinh khéng bi xd gan, nén didu tri it nhit 6-12 thang sau khi
xac nhan chuyén d@8i huyét thanh HBe (m&t HBeAg va mdt DNA HBV cing vdi phat hién khang thé HBe)

hosc cho dén khi chuyén ddi huyét thanh HBs hodc cho dén khi m&t hiéu qua ( xem phan 4.4). Nén

danh gia lai thudng xuyén sau khi ngiing didu tri dé phat hién

tdi phat virus.

- § nhiing bénh nhan HBeAg am tinh khéng bi xd gan, nén diéu tri it nhdt cho dén khi chuyén ddi
huyét thanh HBs hodc cho dé&n khi cé bing ching vé viéc mit hiéu qua. V&i viéc didu tri kéo dai

hon 2 nim, nén danh giad lai thudng xuyén dé xac nhan rdng viéc tiép tuc dilu tri da chon
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Néu quén ubng mot 1lidu va chua dén 18 gid ké tu thoi diém ding lidu d6.

thudng dung, bénh nhan nén dung vién Tenofovir alafenamide cang sém cang t6ét va sau dé tiép
tuc lich dung thubc binh thudng. Néu trén 18

da tréi qua nhilu gid k& tu thoi dilm thudng dung thubc, bénh nhan khéng nén dung lidu da
quén ma chi nén tiép tuc ding lidu binh thudng.

lich trinh.

Néu bénh nhan nén trong vong 1 gid sau khi ubng vién Tenofovir alafenamide, bénh nhan nén
ubng vién khac. Néu bénh nhan nén hon 1 gid sau khi ubng vién Tenofovir alafenamide, bénh
nhan khéng can ubng

mot chiéc may tinh bang khac.

Quin thé dic biét

Ngudi gia

Khéng can didu chinh 1idu cla vién nén Tenofovir alafenamide &
bénh nhan tu 65 tudi trd lén (xem phan 5.2).

Suy than

Khéng can didu chinh 1iéu vién nén Tenofovir alafenamide & ngudi 16n hoac thanh thiéu nién
(t¥ 12 tudi trd lén va nang it nhat 35 kg) c6 d6 thanh th3i creatinine udc tinh (CxCl) = 15
mL/phdt hodc & bénh nhan c6 CxrCl < 15 mL/phlGt nhiing ngudi dang dugc chay than nhan tao.

Vao nhiing ngay chay than nhan tao, nén dung vién Tenofovir alafenamide sau khi hoan thanh

didu tri chay than nhan tao (xem phan 5.2).

Khéng c6 khuyén cao vé 1iéu dung cho bénh nhan cé CrCl < 15

mL/phut & nhiing ngudi khéng dudc chay than nhan tao (xem phan 4.4).
Suy gan

Khéng can didu chinh 1iéu cla vién nén Tenofovir alafenamide & bénh nhan suy gan (xem phan
4.4 va 5.2).

Dan s6 tré em

Tinh an toan va hiéu qua cda vién nén Tenofovir alafenamide & tré em

duéi 12 tudi hodc ning < 35 kg, chua dudc
thanh 1ap. Khéng cé dif 1iéu cé sén.

Phudng phap diéu tri

Quan 1y bing miéng. Nén ubng vién nén bao phim Tenofovir alafenamide
véi thic an.

4.3. Chdng chi dinh

Qué min cadm v&i hoat chdt hodc véi bdt ky t& dugc nao dugc liét ké trong
phan 6.1.

4.4. Canh bdo dac biét va than trong khi sd dung

1ay truyén HBV

Bénh nhan phdi dugc théng bdo ring vién nén Tenofovir alafenamide khéng ngdn nglfa dudgc
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nguy co 1lay truyén HBV sang ngudi khac qua dudng tinh duc
nhidm tring mau. Cac bién phap phong ngifa thich hgp phai tiép tuc dugc thuc hién

da st dung.

Bénh nhan_mic_bénh gan mit bu

Khéng cé dif 1iéu vé tinh an toan va hiéu qua cha vién Tenofovir alafenamide &
bénh nhan nhiém HBV mc bénh gan mdt bu va c6 diém Child Pugh Turcotte (CPT) > 9
(tdc la loai C). Nhiling bénh nhan nay

c6 thé c6 nguy cd cao gap phai cac phan dng bat 10i nghiém trong & gan hodc than.
Vi vay, cac théng s6 vé gan mat va than can dugc theo ddi chat ché.

2

dugc theo dbéi & nhém bénh nhén nay (xem phén 5.2).

Lam trdm trong thém bénh viém gan

Bung phat khi diéu tri

Cac dgt tradm trong tu phat & bénh viém gan B man tinh 13 tuong déi phd bién

va dugc dic trung bdi sy gia tang thoang qua cla alanine huyét thanh
aminotransferase (ALT). Sau khi bat dau diéu tri bang thubc khang virus, ALT huyét
thanh c6 thé tang & mot sé bénh nhan. 6 nhiing bénh nhan mic bénh gan con bu, su
gia tang ALT huyét thanh nay thudng khéng di kém vdi sy gia tang ndng d6 bilirubin
huyét thanh hodc tinh trang gan mat bu. Bénh nhan cé

xd gan cé thé c6 nguy cd mat bl gan cao hdn sau

viém gan tradm trong hon, va do dé can dugc theo ddi chdt ché trong qua trinh

1iéu phép.

Bing phat sau khi nging didu tri

Pgt clp tinh cua bénh viém gan d& dugc bdo cao & nhiing bénh nhan cé

ngiing diéu tri viém gan B, thudng lién quan dén viéc tdng ndng d6 HBV DNA trong
huyét tuong. Phan 16n cac trudng hodp 1a tu gidi han nhung cac dgt trdm trong
nghiém trong, bao gdm ca td vong, c6 thé xdy ra sau khi ngiing didu tri viém gan
B. Chlc nang gan nén dugc theo ddéi dinh ky 1ap di 1&p lai bang c3d theo ddi 1am
sang va xét nghiém trong it nhat 6 thang sau khi ngiing diéu tri. diéu tri viém
gan B. Néu thich hop, cé thé cho phép tiép tuc didu tri viém gan B.

o} nhiing bénh nhan mic bénh gan tién trién hodac xd gan, viéc didu tri

Viéc ngiing thudc khéng dugc khuyén céo vi bénh s& trdm trong hon sau diéu tri.
viém gan cé thé dan dén mét bu gan. Cac con bung phdt & gan dac biét nghiém trong
va d6i khi gay td vong & nhiing bénh nhan méc bénh gan mit bu.

Suy théan
Bénh nhan cé d6 thanh thai creatinin < 3@ mL/phat

Viéc st dung vién nén Tenofovir alafenamide mét 1an mbéi ngay & nhiing bénh nhan cé
CrCl > 15 mL/phdt nhung < 3@ mL/phit va & nhiing bénh nhan c6 CxrCl < 15 mL/phdt.
dugc chay than nhan tao dua trén di liéu dugc do6ng hoc 14t han ché cling nhu md
hinh héa va md phdng. Khéng cé dif 1iéu an toan vé viéc sd dung vién Tenofovir
alafenamide dé didu tri bénh nhan nhim HBV c6 CxCl < 30

mL/phat.

Khong nén s dung vién nén Tenofovir alafenamide & nhiing bénh nhan c6 CxrCl < 15
mL/phdt va khdng dugc chay than nhan tao (xem phén

4.2).
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Poc _tinh trén

than Khong thé loai trif nguy co tiém 4n vé& doc tinh trén than do phdi nhiém
1lau dai véi thudng xuyén & mic d6 thdp do dung Tenofovir alafenamide (xem
phén 5.3).

Bénh nhan doéng nhiém HBV va virus viém gan C hodc D Khéng

c6 dif 1iéu vé sy an toan va hiéu qud cla vién nén Tenofovir alafenamide & nhiing
bénh nhan ddng nhiém virus viém gan C hodc D. Nén tuan thG hudng dan s dung

dong thoi dé didu tri viem gan C (xem phan 4.5).

pdng nhiém viém gan B va HIV Xét

nghiém khang thé HIV nén dudc cung cip cho tdt cad bénh nhan nhi&m HBV ma tinh
trang nhiém HIV-1 chua 16 trudc khi bét ddu didu tri bang vién nén Tenofovir
alafenamide. § nhiing bénh nhan dong nhim HBV va HIV, n?n diung dong thdi vién
Tenofovir alafenamide v&i cac thubc khang vi-rGt khac dé dam bdo rang bénh nhan

nhan dudc ché do didu tri HIV thich hdp (xem phan 4.5).

Khoéng nén_dung ddng thdi véi cac san phdm thudc
khdc Vién nén Tenofovir alafenamide v8i cadc san pham thudc cé chda tenofovir

alafenamide, tenofovir Disoproxil fumarate hoac adefovir Dipivoxil.

Dung déng thdi vién nén Tenofovir alafenamide véi mét sé thudc chdng co giat (vi
du carbamazepine, oxcarbazepine, phenobarbital va phenytoin), thubc chéng vi
khudn (vi dy rifampicin, rifabutin va rifapentine) hodc St. John's wort, tit ca
déu 13 chat gay cam Ung Pglycoprotein (P-gp) va cé thé khong khuyén cdo giam
ndng dd tenofovir alafenamide trong huyét tuong.

Dung déng thdi vién nén Tenofovir alafenamide vdi chat Uc ché manh P-gp (vi du
itraconazole va ketoconazole) c6 thé lam t3ng ndng d6 trong huyét tudng cla
Tenofovir alafenamide. Pdng quadn tri khéng dugc khuyén khich.

Khéng dung nap

Lactose Vién nén Tenofovir alafenamide cé chila lactose monohydrat. Nhiing bénh
nhan c6 van dé& di truyén hiém gap vé khong dung nap galactose, thidu hut men
lactase toan phdn hodc kém hap thu glucose-galactose khdng nén ding san phém thudc nay.

4.5. Tudng tac vdi cac san phém thubc khac va céac dang thubc khac
suU tudng tac

Nghién clu tuong tac chi dugc thyc hién & ngudi 16n.

Khéng nén ding ddng thdi vién nén tenofovir alafenamide véi cac san phém thubc
c6 chla tenofovir disoproxil fumarate, Tenofovir alafenamide hodc adefovir
Dipivoxil.

Cac_thubc c6 thd anh hudng dén tenofovir alafenamide
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Tenofovir alafenamide dugc van chuyén b&i P-gp va protein khang ung thu vi (BCRP). Cac san pham
thubc gy cam Ung P-gp (vi du, rifampicin, rifabutin, carbamazepine, henobarbital hoic St.
John's wort) dudc cho 1a sé& 1am gidm ndng d6 tenofovir alafenamide trong huyét tudng, cé thé

dan dén mit tac dung diéu tri cda vién nén Tenofovir alafenamide.
Khéng nén dung ddng thdi cac san pham thubc nay vdi vién nén Tenofovir alafenamide.

Dung ddng thdi vién nén Tenofovir alafenamide véi cac thubc Gc ché P-gp va BCRP c6 thé 1lam tang
ndng d6 tenofovir alafenamide trong huyét tuong. Khong nén dung ddng thdi cac chat Gc ché manh

P-gp v6i vién nén Tenofovir alafenamide.

Tenofovir alafenamide 13 chdt nén cla OATP1B1 va OATP1B3 trong &ng nghiém.

Sy phan bd tenofovir alafenamide trong cd thé cé thé bi anh hudng bdi hoat déng clia OATP1BL va/
hodc OATP1B3.

Tac_dung cua_tenofovir alafenamide ddi vdi cac_thubc_khac

Tenofovir alafenamide khong phai 1la chdt dc ché CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19 hoac
CYP2D6 trong 6ng nghiém. N6 khéng phdi 1a chat Gc ché hoac cam ung CYP3A in vivo.

Tenofovir alafenamide khéng phdi 1a chit Gc ché uridine diphosphate glucuronosyl transferase
(UGT) 1A1 & ngudi trong éng nghiém. Ngudi ta khong biét 1iéu tenofovir alafenamide cé phai 1a
ch&t Uc ché cac enzyme UGT khac hay khong.

Théng tin vé& tudng tac thubc cda vién nén Tenofovir alafenamide vdi cac thudc cé khd ning dung dong

thei dugc tém tit trong Bang 1 bén dudi (ting dudc bidu thi 1a “ , gidm 1a “ *, khéng thay dbi 1a

u on "

; hai 13n mdi ngay 1a “gia thdu”, 1idu duy nhit 13 “sd”, mdt 1in mbdi ngay 1a “qd” va tiém tinh
mach 1& “IV”). Cac tuong tac thubc dugc md tad dua trén cac nghién clu dugc thuc hién véi Tenofovir

alafenamide hodc 13 cac tudng tac thudc tidm dn cé thé xay ra véi vién nén Tenofovir alafenamide.

Bang 1: Tudng tac gilla vién Tenofovir alafenamide va céac thudc khac

San pham thubdc theo 1inh Anh hudng dén Khuyén nghi lién
vuc diédu tri néng d6 thubc.a,b quan dén viéc

Ty 1& trung phdéi hgp vdi

binh (khodng Tenofovir

tin cay 90%) dbi alafenamide

véi
AUC, Cmax, Cmin

huoc chéng co giat

Carbamazepine Tenofovir pdng quan tri khéng dugc
(udng 300 mg, ngay 2 13n) alafenamide khuyén khich.
Cmax 0,43 (0,36,
Tenofovir alafenamidec 0,51)
(25 mg udng, sd) AUC 0,45 (0,40,

0,51)
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Tenofovir

Cmax 0,70 (0,65,

0,74)
AUC 0,77 (0,74,
0,81)

Oxcarbazepin
Phenobarbital

Tudng tac khoéng

da nghién clu.Dy kién:

Tenofovir
alafenamit

pdng quan tri 1a

khéng dugc khuyén khich.

phenytoin

Tudng tac khoéng

da nghién clu.Dy kién:

Tenofovir
alafenamit

pdng quan tri 1a

khong dugc khuyén khich.

[Midazolamd

(2,5 mg udng, sd)

Tenofovir alafenamidec (25
mg udng, qd)

Midazolam

Cmax 1,02 (0,92, (dung

1.13)

AUC 1,13 (1,04, bat bu

1.23)

Khong diéu chinh liéu lugng
midazolam
bang dudng ubng hoac
V) 1a
bc.

Midazolamd (1 mg IV, SD) Midazolam

Tenofovir alafenamidec (25
udng, 1,11) qd) AUC 1,08 (1,04,

Cmax 0,99 (0,89,
1,14)

mg

THUOC GIAM GIAC

Sertralin

(50 mg udng, sd)

Tenofovir alafenamidee
(10 mg udng, qd)

Tenofovir

alafenamit
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 (0,99,
1,03)

Khong didu chinh 1idu lugng
Tenofovir Alafenamide

vién nén hoac sertraline 1la

yéu cau.

Sertralin

(50 mg udng, sd)

Sertralin

Cmax 1,14 (0,94,

Tenofovir alafenamidee 1.38)
(10 mg udng, qd) AUC 0,93 (0,77,
1.13)
THUOC KHANG NUNG
Itraconazol Ketoconazol Tuong tdc khoéng pdng quan tri 1a
da hoc. khéng dugc khuyén khich.
Hy vong:
Tenofovir
alafenamit

KHANG VI KHUAN

Rifampicin

Rifapentine

Tuong tac khoéng

ds nghién clu.Dy kién:

Tenofovir

pdng quan tri 1a

khéng dugc khuyén khich.
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alafenamit

Rifabutin

Tudng tac khdéng dugc
nghién cdu.

Dy kién:

Tenofovir
alafenamide

pdng quan tri khong dugc
khuyén khich.

THUOC KHANG VIRUS HCV Sofosbuvit

(ubng 400 mg, qd)

Tudng tac khéng dugc

Khong cin diéu chinh liéu

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)

nghién cdu.
i cla vién nén Tenofovir
Dy kién:
¥ Kien . Alafenamide hodc sofosbuvir.
Sofosbuvir
GS-331007
Ledipasvir/sofosbuvir (90 Ledipasvir Khong can didu chinh 1lidu
mg/400 mg udng, qd) Cmax 1,01 (0,97, clia vién nén
1,05)
Tenofovir
AUC 1,02 (0,97, TenofovirAlafenamide hoac
alaf?namldef (25 1,06) ledipasvir/Sofosbuvir.
mg uong, qd) Cmin 1,02 (0,98,
1,07)
Sofosbuvir

Tuong tac Sofosbuvir/velpatasvir ch

mg/100 mg udng, qd)

Wa dugc nghién
clu. (400

Dy kién:
Sofosbuvir
GS-331007

Khéng didu chinh 1idu lugng
Vién nén Tenofovir

Alafenamide

hoac sofosbuvir/Velpatasvir 13
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Velpatasvir yéu cau.
Tenofovir
alafenamide
. . Sofosbuvir A X .2 ;
Sofosbuvir/velpatasvizr/ Khéng can diéu chinh
voxilaprevir (400mg/100 mg/cMmax P.95 (0,86, liéu cda vién nén
1,05) 100 Tenofovir

mg + 100 mg dudng udng,
AUC 1,01 (0,97, qd) 1,06) Alafenamide hodc sofosbuvir

velpatasvir/vo xilaprevir.
Tenofovir alafenamide f GS-331007g

(25 mg ubng, qd) 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 (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
alafenamide

Cmax 1,32 (1,17,

1,48)
AUC 1,52 (1,43,

. c (11,61)
THUOC KHANG HIV - THUOC UC CHE PROTEASE Atazanavir/cobicistat

enofovir alafenamide (30@ mg/15@ mg uéng, Viéc sd dung dong thdi khéng
qd) Cmax
1,80 (1,48, 2,18) AUC 1,75 (1],55, 1,98) khuyen khich.

Tenofovir alafenamidec

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@ mg ubng, qd)
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1.11)

Cmin 1,18 (1,06,
1,31)
Cobicistat

Cmax 0,96 (0,92,
1,00)

AUC 1,05 (1,00,
1,09)

Cmin 1,35 (1,21,
1,51)

Atazanavir/ritonavir

(300 mg/10@ mg udng, qd)

Tenofovir alafenamidec (10
mg udng, sd)

TenoTovir
alafenamide

Cmax 1,77 (1,28,
2,44)

AUC 1,91 (1,55,
2,35)

Tenofovir

Cmax 2.12 (1.86,
2.43)
A AUC 2,62 (2,14,
3,20) .
Atazanavir

Cmax 0,98 (0,89,
1,07)

AUC 0,99 (0,96,
1,01)

Cmin 1,00 (0,96,
1,04)

Pong quan tri khéng dugc
khuyén khich.

Darunavir/cobicistat
(800 mg/150 mg udng, qd)

Tenofovir alafenamidec (25
mg udng, qd)

Tenofovirt
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 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)

Pong quan tri khéng dugc
khuyén khich.

Darunavir/ritonavir

(800 mg/10@ mg udng, qd)

Tenofovir alafenamidec (10
mg udng, sd)

Tenofovirt
alafenamide
Cmax 1,42 (0,96,
2,09)
AUC 1,06 (0,84,
,35% .
Tenofovir
Cmax 2,42 (1,98,
2,95)
A AUC 2,05 (1,54,
2,72) .
Darunavir
Cmax 0,99 (0,91,
1,08)

Pong quan tri khéng dugc
khuyén khich.
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AUC 1,01 (0,96,
1,00)

Cmin 1,13 (0,95,
1,34)

Lopinavir/ritonavir
(800 mg/200 mg udng, qd)

Tenofovir alafenamidec (10
mg uéng, sd)

Tenotfovir
alafenamide

Cmax 2,19 (1,72,
2,79)
A AUC 1,47 (1,17,
1,852 .
Tenotovir

Cmax 3,75 (3,19,
4,39)
A 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)

Pong quan tri khéng dugc
khuyén khich.

Tipranavir/ritonavir

Tuong tac Khong

dudgc nghién cdu. Hy vong:

Tenofovir
alafenamide

Pong quan tri khéng dugc
khuyén khich.

THUOC KHANG HIV - THUOGC UC CHE TICH HOP

Dolutegravir
(50 mg uéng,
qd) Tenofovir
alafenamidec (10
mg uéng, sd)

TENOTOViT
alafenamit

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

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

Tenofovir

Cmax 1,10 (0,96,
1.25)
A AUC 1,25 (1,06,
1.47)

Dolutegravir

Cmax 1,15 (1,04,
1.27)

AUC 1,02 (0,97,
1.08)

Cmin 1,05 (0,97,
1.13)

Khoéng didu chinh 1liéu
Tenofovir Alafenamide
vién nén hodac dolutegrairis
yéu cau.

Raltegravir

TUoNg tac kKhong

da hoc.

Hy vong:
Tenofovir

alafenamit

Raltegravir

Khoéng didu chinh 1liéu
Tenofovir Alafenamide
vién nén hodc raltegravir 1la

yéu cau.

chdt Uc ché phién ma

THUOC KHANG HIV - NON-NUCLEOSIDE REVERSE

https://nhathuocgan.com/
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Efavirenz

(600 mg ubng, qd)
Tenofovir
alafenamideh (40 mg
ubng, qd)

Tenofovir
alafenamide

Cmax 0,78 (0,58, 1,05)

AUC 0,86 (0,72, 1,02)

Tenofovir
Cmax @,75 (0,67,
0,86)
AUC 0,80 (0,73,
0,87)
Cmin 0,82 (0,75,
0,89)

DU kién:
Tuong tac

Khong can diéu chinh 1liéu
cla vién nén Tenofovir

Alafenamide hodc efavirenz.

Nevirapin

Efavirenz chua
dudc nghién cdu.
DU kién:
Tenofovir
alafenamide

Nevirapine

Khong can diéu chinh 1liéu
cGa vién nén Tenofovir

Alafenamide hodac nevirapine.

Rilpivirine

(25 mg udng, qd)

Tenofovir

alafenamide (25 mg

ubng, 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 0,82 (0,75,
0,89)
Rilpivirine

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

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

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

Khong can diéu chinh 1liéu
cla vién nén Tenofovir
Alafenamide hoac

rilpivirine.

THUOC KHANG HIV - CHAT DOT THU THU

CCR5 Maraviroc Tudng tac

khéng Khéng co6 sy diéu

chinh 11éu lugng da nghién cdu.

kién: vién
thiét.
alafenamide

nén hoac marav

Tenofovir Alafenamide Du

iroc 1a Tenofovir can

viroc

THAO DUQC Bé SUNG St. John's wort

(Hypericum perforatum)

Tudng tac khdng dugc

nghién cdu.

pdng quan tri khéng dugc

khuyén khich.
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Hy vong:
Tenofovir
alafenamit
Thudéc tranh thai dudng udng
Bic Au Norelgestromin Khong diéu chinh 1iéu lugng
(0,180 mg/0’215 mg/ 0’250 Cmax 1,17 (1,@7, Vién nén TenofovirAlafenamide
mg uéng, qd) 1.26) hoac
AUC 1,12 (1,07, cadn c6 norgestimate/
Ethinylestradi 1.17) ethinyl estradiol.
ol (0,025 mg Cmin 1,16 (1,08,
bang miéng, qd) 1.24)
Norgestrel
Tenofovir alafenamidec Cmax 1,10 (1,02,
i 1,18)
(25 mg uodng, 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 TAt cd cac nghién cdu vé tudng tac thubc dugc thuc hién trén ngudi tinh nguyén khée manh.
b Tt ca cac ranh gidi khéng cé hiéu Ung 13 70%-143%.

¢ Nghién clu dudc thuc hién vdéi emtricitabine/tenofovir alafenamide cb dinh-

vién két hgp 1iéu.d Mot chat nén CYP3A4 nhay cam.

e Nghién clu dugc thuc hién v@i elvitegraver/cobicistat/emtricitabine/tenofovir

vién phéi hgp 1lidu cb dinh alafenamide.

f Nghién clu dugc thuc hién véi emtricitabine/rilpivirine/tenofovir alafenamide
vién phéi hgp 1idu cé dinh.
g Chat chuyén héa nucleoside 1luu hanh chi yéu cta sofosbuvir.

h Nghién clu dugc thuc hién véi tenofovir alafenamide 40 mg va emtricitabine 200
mg.
i Nghién clu dugc thyc hién vdéi viéc b sung voxilaprevir 100 mg aé dat dugc

mdc phdi nhiém voxilaprevir du kién & bénh nhan nhiém HCV.

4.6. Khd nang sinh san, mang thai va cho con bu

Thai kv

Khéng c6 hodc lugng df 1iéu han ché (dudi 300 trudng hgp mang thai
két qud) tU viéc su dung tenofovir alafenamide & phy nif mang thai.
Tuy nhién, mét lugng 1én dT 1liéu vé phu nf mang thai (hdn 1.000
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két quad bi phoi nhim) cho thdy khéng cé di tat cling nhu ddéc tinh déi véi thai nhi/tré sd sinh

lién quan dén viéc s dung tenofovir disoproxil fumarate.

Cac nghién cdu trén déng vat khéng cho thdy tac dung c6 hai truc tiép hodc giadn tiép déi voi

dén déc tinh sinh san (xem phdn 5.3).

Viéc s dung vién nén Tenofovir Alafenamide c6 thé dudc can nhéc trong qua trinh

mang thai, néu can thiét.

Cho _con bu

Ngudi ta khéng biét liéu tenofovir alafenamide c6é dugc tiét qua sifa me hay khoéng.
Tuy nhién, cac nghién clu trén doéng vat cho thiy tenofovir dugc tiét vao sifa. Khéng cé dd
théng tin vé& tac dung cta tenofovir trén

tré sd sinh/tré sd sinh.

Khéng thé loai tri nguy cd d6i v@i tré sd sinh/tré so sinh bu sifa me; Vi vay,

Khéng nén sU dung vién Tenofovir Alafenamide trong th&i gian cho con bd.

kha nang sinh san

Khong c6 dif 1iéu trén ngudi vé& tac dung cla vién nén Tenofovir Alafenamide ddi vdi kha nang
sinh san. Cac nghién clu trén dong vat khong chi ra téc dung c6 hai cla tenofovir

alafenamide vé& kha nang sinh san.
4.7. Anh hudng dén kha nang 14i xe va van hanh may méc

Vién nén Tenofovir Alafenamide khong cé hoac anh hudng khéng dang k& dén kha nang
14i xe va st dung may méc. Bénh nhan can dudc théng bao ring chong mit cé

da dudc bao cao trong qua trinh diéu tri badng vién nén Tenofovir Alafenamide.

4.8. Tac dung khong mong mudn

Tém tit hd sd_an toan

Panh giad cac phan ung bdt 1¢i dya trén dif liéu an toan tdng hdp tif 2 nghién cdu Giai doan 3
c6 dbi chiing, trong d6 866 bénh nhan nhiém HBV nhan tenofovir alafenamide 25 mg méi ngay
mét 1an theo phudng phap mi d6i cho dén Tudn 96 (thdi gian trung binh tiép xuc v@i thubc
nghién ctu mi 13 104 tuan)

va tl kinh nghiém sau tiép thi. Cac phan Ung bit 1¢i dudc bao cdo thudng xuyén nhit 1a dau
dau (12%), budn nén (6%) va mét mdi (6%).

Sau Tudn 96, bénh nhan van tiép tuc diéu tri md ban dau

hodc nhén vién nén Tenofovir Alafenamide nhdn m&. Khéng b sung

Cac phan Ung bdt 1gi d@di vdi vién nén Tenofovir Alafenamide d3 dudc xac dinh td Tudn 96 dén
Tudn 120 trong giai doan mi d6i va trong mdt nhém nhd dbéi tugng dudc didu tri badng vién nén
Tenofovir Alafenamide nhan m3 (xem

phan 5.1).

Bang tom t3t cac phan (ng bat 1gi

Cac phan Ung bit 10i cla thubc sau day da dudc xac dinh vdi tenofovir alafenamide & bénh
nhan viém gan B mén tinh (Bang 2). piédu bat 1gi
cac phan lng dugc liét ké dudi day theo loai cd quan va tan suit cla hé théng cd thé dya

trén phan tich Tudn 96. Tan sb dugc xac dinh nhu sau: rat
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phd bién ( = 1/10), phd bién ( > 1/100 dén < 1/10) hodc khong phd bién ( > 1/1.000 dén
< 1/100) .

Bang 2: Phan (ng c6 hai cla thubc dudc xac dinh vdi tenofovir Alafenamide

Ldp cd quan hé thdng

Tinh thudng Phan (ng bt 1gi

Xuyén

R6i loan hé than kinh

R4t Pau dau
chung

Chéng madt thudng gap

R6i loan tiéu hoa

Thudng g3p Tiéu|chdy, nén mia, budn nén, dau bung, chudng bung, ddy hoi

R61 loan gan mat

ALT tdng phd bi%n

R6i loan da va md dudi da

Phat ban, npgua thdéng thudng

khong phd bién
n

1 Phan Ung bdt 1¢i dudc xac dinh théng qua gidm sat sau khi tiép thi dbi
vdi cac san phém c6 chla tenofovir alafenamide.

Bdo cdo cac phdn Ung bat 1di nghi ngd

B4o cdo cac phan Ung bat 1gi nghi ngd sau khi san phém thubc dugc cdp phép 13 rat quan trong.
N6 cho phép tiép tuc theo ddi sy can bdng 1gi ich/nguy cd cla san phém thubc. Cac chuyén gia
cham séc sdc khde dugc yéu ciu bao céo moi phan lng b&t 1¢gi nghi ngd théng qua hé théng bao céo

qubc gia:

4.9. Qua lidu

Néu xdy ra qua lidu, bénh nhan phdi dugc theo déi diu hiéu ngd doc (xem phan 4.8).

pidu tri qua lidu badng vién nén Tenofovir Alafenamide bao gdm cac bién phap hd trg chung bao

gdm theo déi cac ddu hiéu sinh tdn ciing nhu quan sat tinh trang 14m sang cda bénh nhan.

Tenofovir dudc loai bé hiéu qua bdng thdm tach mau véi hé sé chiét khoadng 54%. Ngudi ta khéng

biét 1iéu tenofovir cé thé dudc loai bd bang thém phéan phuc mac hay khéng.

5. TINH CHAT DUJC LUC

5.1. Pac tinh dudc luc hoc

Nhom dugc 1y didu tri: Thudc khang vi-rat dung toan than, thubc Gc ché men sao chép ngugc

nucleoside va nucleotide; M& ATC: J@5AF13.

Co ché hoat dong

Tenofovir alafenamide 1a tién chit phosphonamidate cda tenofovir (2'-
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ch&t tudng tu deoxyadenosine monophosphate). Tenofovir alafenamide xam nhap vao té bao
gan nguyén phat bdng cach khuéch tan thy déng va hip thu & gan

ch&t van chuyén OATP1B1 va OATP1B3. Tenofovir alafenamide chi yéu bi thdy phan thanh
tenofovir bdi carboxylesterase 1 trong té bao gan nguyén phat.

Tenofovir ndi bao sau dé dudgc phosphoryl héa thanh

chat chuyén héa cé hoat tinh dugc 1y tenofovir diphosphate. Tenofovir

diphosphate c ché sy sao chép clia HBV théng qua viéc két hgp vao DNA virus bang cach

enzyme sao chép ngugc cla HBV, dan dén két thuc chudi DNA.

Tenofovir cé hoat tinh dac hiéu déi véi virus viém gan B va virus gdy suy gidm mién
dich & ngudi (HIV-1 va HIV-2). Tenofovir diphosphate 13 cht tc ché yéu cac DNA
polymerase clia dong vat cé vi bao gdm DNA polymerase y cla ty thé va khong c6 béng
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 virus cla tenofovir alafenamide dugc danh gid & HepG2

cac té bao chbng lai mét nhom cac ching phan 14p 1am sang HBV dai dién cho kidu gen AH.
Gid tri EC50 (néng dd hiéu qud 50%) cua tenofovir alafenamide dao déng tu 34,7 dén
134,4 nM, v&i EC50 trung binh téng thd 13 86,6 nM. Cac

CC50 (ndng d6 gay doc té bao 50%) trong té bao HepG2 > 44.400 nM.

Stc chéng cy

Trong mdt phan tich téng hgp & nhiing bénh nhan dung vién tenofovir Alafenamide,

Phén tich trinh ty dugc thyc hién trén cac chdng phan 1ap HBV ban dau va trong didu
tri theo cap d6i véi nhiing bénh nhan da trai qua dgt bung phat virus (2 1an tham kham
lién tiép v&i HBV DNA > 69 IU/mL sau khi c6 ndng d6 HBV DNA < 69 IU/mL, hodc tang 1,0
logl®@ hodc cao han). tu diém thép nhét) hoac bénh nhéan cé

HBV DNA > 69 IU/mL & Tudn 96 hodc khi ngiing thubc sém vao hodc sau Tudn 24. Trong céc
phan tich & Tudn 48 (N = 20) va Tudn 96 (N = 72), khéng c6 sy thay thé axit amin nao
lién quan dén tinh trang khang tenofovir Alafenamide

vién nén dad dugc xac dinh trong cadc chdng phéan 1lap nay (kidu gen va kidu hinh

phéan tich).

Khang chéo

Hoat tinh khang virus cula tenofovir alafenamide dugc danh gid dua trén mdt nhém céc
chiing phan 1ap cé chifa dot bién tc ché men sao chép ngudc nucleos(t)ide trong té bao
HepG2. Cac chdng HBV phan 1lap bidu hién cac dot bién thay thé rtvi73L, rtL180M va
rtM204V/I 1ién quan dén khad nang khang lamivudine van con tdn tai

nhay cdm v&i tenofovir alafenamide (thay ddi < 2 1dn & EC50). Cac ching HBV phan 1ap
bidu hién rtL180M, rtM204V cdng v6i rtT184G, rtS202G, hoac

Sy thay thé rtM25@V 1ién quan dén khd niang khang entecavir van con

nhay cdm v8i tenofovir alafenamide. Cac chdng HBV phan 1lap bidu hién cac dot bién thay
thé don rtA181T, rtA181V hodc rtN236T lién quan dén kha nang khang

adefovir van nhay cdm v&i tenofovir alafenamide; tuy nhién, HBV

phan 1ap bidu hién rtA181V céng vdi rtN236T bidu hién gidm tinh nhay cam vdi

tenofovir alafenamide (thay ddi gap 3,7 1dn & EC50). Sy lién quan v& mat 1am sang cua
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nhiing sy thay thé nay khong dugc biét dén.
DU 1iéu lam sang

Hiéu qud va dd an toan cua vién tenofovir Alafenamide & bénh nhan mic bénh

viém gan B min tinh dua trén dif 1iéu 48 va 96 tudn ti hai

nghién cdu ngéu nhién, mu d6i, cé déi chiing tich cuc, GS-US-320-0108 (“Nghién clu 108") va
GS-US-320-0110 (“Nghién clu 110"). Sy an toan cda tenofovir

Vién nén Alafenamide cling dugc hd trg bdi did liéu téng hgp tU céc bénh nhan trong Nghién cdu
108 va 110 van tiép tuc didu tri mi td Tudn 96

dén Tudn 120 va bd sung tif cac bénh nhan trong giai doan nhin md cua Nghién clu 108 va 110
td Tudn 96 dén Tudn 120 (N = 361 van ding vién tenofovir Alafenamide; N = 180 chuyén tif

tenofovir disoproxil fumarate sang tenofovir vién Alafenamide & Tudn 96).

Trong nghién clu 108, ngudi chua ting diéu tri va d3 ting didu tri cé HBeAg am tinh

bénh nhan cé chiic nang gan con bl dugc chon nglu nhién theo ty 1& 2:1 aé

nhan vién tenofovir Alafenamide (25 mg; N = 285) mét 13n mdi ngay hodc tenofovir disoproxil
fumarate (300 mg; N = 140) mot 14n mdi ngay. D6 tudi trung binh 13 46 tudi, 61% 1a nam gidi,
72% 1a ngudi chau A, 25% 13 ngudi da trang va 2% (8

dbi tugng) 1a ngudi da den. 24%, 38% va 31% c6 kidu gen HBV B, C va D tudng Ung. 21% da ting
didu tri (didu tri trudc dé bang

thubc khang virus dudng uéng, bao gém entecavir (N = 41), lamivudine (N = 42), tenofovir
disoproxil fumarate (N = 21), hodc loai khac (N = 18)). Luc ban diu, HBV DNA huyét tuong
trung binh 1a 5,8 logl®@ IU/mL, ALT huyét thanh trung binh 13 94 U/L va 9% bénh nhan cé tién

st xd gan.

Trong nghién clu 110, nhilng ngudi chua tiing diéu tri va d& ting didu tri cé HBeAg dudng tinh
bénh nhan cé chiic nang gan con bl dugc chon nglu nhién theo ty 1& 2:1 aé

nhan vién tenofovir Alafenamide (25 mg; N = 581) mét 13n mdi ngay hodc tenofovir disoproxil
fumarate (300 mg; N = 292) mot 14n mdi ngay. D6 tudi trung binh 13 38 tudi, 64% 1a nam gidi,
82% 1a ngudi chau A, 17% 1a ngudi da trang va < 1%

(5 déi tugng) 1a ngudi da den. 17%, 52% va 23% c6 kiéu gen HBV B, C va

D, tudng lng. 26% da ting didu tri (trudc d6 d& didu tri bang thudc khang virus dudng udng,
bao 96m adefovir (N = 42), entecavir (N = 117), lamivudine

(N = 84), telbivudine (N = 25), tenofovir disoproxil fumarate (N = 70), hodc loai khac (N =
17)). LGc ban du, HBV DNA huyét tuong trung binh 14 7,6 logl@ IU/mL, ALT huyét thanh trung

binh 14 120 U/L va 7% bénh nhan c6 tién sii xd gan.

Tiéu chi chinh v& hiéu qud trong ca hai nghién clu 14 ty 1é& bénh nhan cé ndng do6 HBV DNA
trong huyét tudng dudi 29 IU/mL & Tudn 48. Vién nén tenofovir Alafenamide dap Ung tiéu chi
khéng thua kém vé viéc dat dugc DNA HBV dudi 29 IU/mL khi so sanh véi tenofovir disoproxil
fumarat.

Két qud didu tri cGa Nghién cdu 108 va Nghién clu 110 dén Tudn 48 1a

dugc trinh bay trong Bang 3 va Bang 4.


laptop
Typewriter
https://nhathuocgan.com/

https://nhathuocgan.com/

Machine Translated by Google

https://nhathuocgan.com/

Bang 3: Cac théng sb vé& hiéu qua cda HBV DNA & Tudn 48a

Nghién clu 108 (HBeAg-

Nghién clu 110 (HBeAg-

Tiéu cuc) Tich cuc)
Tenofovir TDF Tenofovir TDF
Alafenamid (N = Alafenamid (N =
may tinh bang 14@) may tinh bang 292)
(N = 285) (N = 581)
ADN HBV < 29 94% 93% 64% 67%
TU/mL
Su khac biét trong diéu t¥ib 1,8% (KTC 95% = -3,6% dén [-3,6% (KTC 95% = -9,8% dén
7,2%) 2,6%)
HBV DNA > 29 2% 3% 31% 30%
TU/mL
DNA HBV cd ban
< 7 logl@ IU/mL 96% 92%
> 7 logl@ IU/mL (221/230) (107/116) o 5 o 35 g
85% 96%
(47/55) (23/24)
DNA HBV cd ban
< 8 logl@ IU/mL
2 8 10910 IU/mL khong &p dung khong &p dung 82% 82%
(254/309) (123/150)
43% 51%
(117/272) (72/142)
Nucleoside ngdy tho 94% 93% 68% 70%
nucleoside (212/225) (102/110) (302/444) (156/223)
¢ kinh nghiém 93% 93% 50% (69/137) | 57%
(5646@) (284?@) . (394?9)
Khang cé dd 1iéu virus hoc tai 4% 4% 5% 3%
Tuan
Nghién cldu bi ngling 0 ) < 1% 0
thuéc do
thiéu hiéu qua
Thubdc nghién clu bi 1% 1% 1% 1%
ngung do
AE ho3c cai chét
Nghién cdu bi nging
thudc do 2% 3% 3% 2%
ly do khac
Thidu df liéu trong qud trinh < 1% 1% < 1% 0

ctta s nhung

vé thubc nghién cdu

Khong ap dung = khong ap dung
TDF =
fumaratea Thiu = thit

Phan tich.

tenofovir disoproxil

bai

b Pugc didu chinh theo phan loai HBV DNA trong huyét tudng ban dau va thudc khang vi-rdt dudng udng

tdng trang thai didu tri
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¢ Cac déi tugng chua tiing didu tri dugc didu tri bang thudc khang vi-rat dudng ubng < 12 tudn

v6i bat ky chat tuong ty nucleoside hodc nucleotide ndo bao gdm tenofovir disoproxil
fumarate hodc tenofovir alafenamide.

d Bao gdm nhiing bénh nhan nging thudc vi nhiing 1y do khéng phai 1a tac dung phu (AE),
td vong hoac thiéu hodc mét hiéu qud, vi du nhu rat lai sy déng Yy, mat kha nang

theo doi, v.v.

Bang 4: Cac théng sé hiéu qud bd sung & Tudn 48a

Nghién clu 108 (HBeAg- Nghién clu 110 (HBeAg-
Tiéu cuc) Tich cuc)
Tenofovir TDF Tenofovir TDF
alafenamit (N = |alafenamit (N =
may tinh bang 140) may tinh bang 292)
(N = 285) (N = 581)
ALT
ALT binh thudng héa (Trung tam 83 75% 72% 67%
[N %
ALT chudn héa (AASLD)c 30 32% 4% 36%
Huyét thanh hoc
Mat HBeAg / N/ i 45 6 14% / 12% /
chuyén ddi huyét thanh MoT 10% & 8%
M3t HBsAg / 07 070 % 7 < T%
chuyén doi huyét thanh 0 1% /0

Khéng ap dung = khdéng ap dung
TDF = tenofovir disoproxil fumarate

a Thiéu = phan tich 13i.

b Dan sb dugc st dung dé& phan tich mic d6 binh thudng héa ALT chi bao gdm nhiing
bénh nhan c6 ALT trén gidi han trén cda mic binh thudng (ULN) cla pham vi xét
nghiém trung tém & thoi diém ban diu. ULN cua phong xét nghiém trung tam dbi
v8i ALT nhu sau: < 43 U/L d6i véi nam tU 18 dén < 69 tudi va < 35 U/L dbi véi
nam > 69 tudi; < 34 U/L dbi véi nd tif 18 dén < 69 tudi va < 32 U/L déi véi ndl
nit > 69 tudi.

c Dan sb dugc st dung dé& phan tich binh thudng héa ALT chi bao gdm nhiing bénh
nhan cé ALT trén ULN cua Hiép hdi Nghién clu Hoa Ky

tiéu chudn vé Bénh Gan (AASLD) (> 30 U/L nam va > 19 U/L

nd) & mldc co ban.

d Dan sé dugc st dung dé phan tich huyét thanh hoc chi bao gdm nhiing bénh nhan c6
khang nguyén (HBeAg) dudng tinh va khang thé (HBeAb) am tinh hoac thiéu

dudng co sG.

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

§ Tuadn 96, sy Uc ché virus ciing nhu cac chi sé sinh héa va huyét thanh

phadn (ng dugc duy tri khi tiép tuc diéu tri bang tenofovir alafenamide

(xem Bang 5).
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Bang 5: HBV DNA va cac théng sb hiéu qua bd sung & Tudn 96a

Nghién clu 108 (HBeAg-

Nghién ctu 110 (HBeAg-

Tiéu cuyc) Tich cuyc)
Tenofovir TDF Tenofovir TDF
alafenamit (N = 140) alafenamit (N = 292)
vién (N = méy tinh bang
285) (N = 581)
ADN HBV < 29 90% 1% 73% 75%
IU/mL
HBV cd ban
ADN 90% 91% o o aung o o ang
< 7 logl@ IU/mL (207/230) (105/116)
> 7 logl@ IU/mL 91% (50/55) 92%
(22/24)
HBV cd ban 84% 81%
ADN o o e o o e
< 8 1oq10 IU/mL (260/309) (121/150)
0g10 IU/m 60% 68%
> 8 logl@d IU/mL
(163/272) (97/142)
Nucleoside- 90% 92% 75% 75%
ngay thd (203/225) (101/110) (331/444) (168/223)
Nucleoside- 90% 87% 6 /% 72%
c6 kinh nghiém (54/60) (26/30) (92/137) (50/69)
ALT
ALT chudn héa 81% 71% 75% 68%
(Phong thi nghiém trung tém)c
ALT chudn héa 50% 40% 52% 42%
(AASLD)d
Huyét thanh hoc
M4t HBeAg / s 0 ams s i ans 22% / 18% /
chuyén @i huyét thanh 18% 12%
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Mat HBsAg / <1%/ <1%0] © % 7 1% 1% 7 0
chuyén ddi huyét thanh

Khéng ap dung = khéng ap dung

TDF = tenofovir disoproxil fumarate

a Thiéu = phan tich 16i

b Cac dbi tugng chua tiing didu tri da dudc didu tri bdng thudc khang vi-rit dudng
ubng dudi 12 tudn véi bat ky chat tuong tu nucleoside ho3c nucleotide nao bao gbm

tenofovir disoproxil fumarate hodc tenofovir alafenamide.

¢ Dan sb dugc st dung dé& phan tich mic d6 binh thudng héa ALT chi bao gdm
nhiing bénh nhan cé ALT trén ULN trong pham vi xét nghiém trung tam & muc
dudng cd sd. ULN cla phong xét nghiém trung tam déi vdi ALT nhu sau: < 43 U/
L d8i v&i nam tu 18 dén < 69 tudi va < 35 U/L déi véi nam > 69 tuéi; < 34 U/
L déi véi nif ti 18 dén < 69 tudi va < 32 U/L d6i véi nlt > 69 tudi.

A

d Dan sb dugc st dung dé phan tich mic d6 binh thudng héa ALT chi bao
gbém nhitng bénh nhan cé ALT trén ULN theo tiéu chi AASLD (> 3@ U/L nam va
> 19 U/L ni) tai thdi diém ban ddu.

e Quan thé dugc sd dung dé phan tich huyét thanh hoc chi bao gdm nhiing

bénh nhan cé khang nguyén (HBeAg) dudng tinh va c6 khang thé (HBeAb)

tiéu cuc hodc thiéu & mic cd ban.

Thay ddi sb do mat d6 khoang xudng

Trong cd hai nghién cdu, tenofovir alafenamide cé 1lién quan dén ty 1é phan
tram gidm trung binh nhé hon vé mat dd khoang xuong (BMD; dugc do bang phan
tich hdp thy tia X nang lugng kép [DXA] & hong va cot sbng thét lung) so véi
tenofovir disoproxil fumarate sau 96 thang.

tuan diéu tri.

0 nhiing bénh nhan tiép tuc diéu tri mu sau Tudn 96, phan tram thay ddi trung
binh v& BMD & mdi nhém & Tudn 120 tuong tu nhu & Tudn 96. Trong giai doan nhan
md cla ca hai nghién clu, phan trdm thay ddi trung binh cGa BMD tdf Tudn 96 dén
Tudn 120 bénh nhan van ding vién tenofovir Alafenamide 13 +@,6% & ving that
lung

cot sbéng va 0% & toan bd hong, so vdi +1,7% & cdt sdng thidt lung

Va

+0,6% toan bd hdéng & nhiing ngudi chuyén tU vién tenofovir disoproxil fumarate
sang vién tenofovir Alafenamide & Tuan 96.

Thay ddi cac théng s6 do chiic ndng than

Trong cd hai nghién cdu, tenofovir alafenamide cé 1lién quan dén nhiing thay déi
nhé hon vé cac théng sd an toan & than (mic gidm trung binh CrCl udc tinh nhd
hon theo Cockcroft-Gault va ty 1é& phan tradm trung binh ting nhé hon trong
protein lién két retinol trong nudc tidu véi ty 1& creatinine va nudc tiédu.

ty 1é beta-2-microglobulin trén creatinine) so vdi tenofovir disoproxil
fumarate sau 96 tudn diéu tri (xem thém phén 4.4).

0 nhiing bénh nhan van tiép tuc diéu tri mu sau Tudn 96 trong
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Cac nghién clu 108 va 110, nhiing thay ddi so véi ban dau vé cac gia tri théng sb
xét nghiém than & méi nhém & Tudn 120 ciing tudng ty nhu & Tudn 96. Trong giai
doan nhdn md cda Nghién clu 108 va 110, gid tri trung binh

(xSD) sy thay ddi creatinine huyét thanh td Tudn 96 dén Tudn 120 13

-0,002 (0,10) mg/dL & nhitng ngudi van dung tenofovir Alafenamide

vién nén, so véi -0,008 (0,09) mg/dL & nhiing ngudi chuyén tU vién tenofovir
disoproxil fumarate sang vién tenofovir Alafenamide trong Tuan

96. Trong giai doan nh&n m&, sy thay ddi trung binh vé& eGFR tU Tudn 96 dén Tudn
120 la -0,6 mL/phut & nhiing bénh nhan duy tri dung vién tenofovir Alafenamide, so
vdi +1,8 mL/phut & nhiing bénh nhan chuyén tU tenofovir disoproxil fumarate sang

vién tenofovir Alafenamide & Tudn 96.

Dan sb tré em

Co quan Dugc phdm Chau Au d& hoan nghia vu ndp két qua nghién cdu véi
vién nén tenofovir Alafenamide & mot hodc nhidu nhém tré em trong didu tri

viém gan B man tinh (xem phdn 4.2 va 5.2 dé biét théng tin vé

dung cho tré em).

5.2. bac tinh dugc ddng hoc

Hap thu

Sau khi uéng vién nén tenofovir Alafenamide trong didu kién nhin &n & bénh nhan
trudng thanh bi viém gan B man tinh, ndng d6 dinh trong huyét tudng cla tenofovir
alafenamide dudc quan sat thdy khoang @,48 gid sau khi ding 1idu. Dya trén phan
tich dugc ddng hoc dan sé Giai doan 3 & nhiing d6i tugng mac bénh viém gan B man
tinh, AUCO- & trang thai dn dinh trung binh

24 @bi v6i tenofovir alafenamide (N = 698) va tenofovir (N = 856) lan lugt 13
@,22 pg-h/mL va 0,32 pg-h/mL. Trang thai bn dinh Cmax cho

tenofovir alafenamide va tenofovir 1an lugt 13 0,18 va 0,02 ug/mL. Lién quan dén
didu kién nhin &n, viéc su dung

1idu duy nh&t cda vién nén tenofovir Alafenamide véi bifa &n nhidu chit béo dan
dén mic phoi nhilm tenofovir alafenamide tang 65%.

Phan bd
Su gin két cla tenofovir alafenamide vdi protein huyét tuodng ngudi trong cac miu
dugc thu thap trong cac nghién cdu 1am sang 1la khodng 8@%. Su gin két cla tenofovir

v6éi protein huyét tudng ngudi nhé hon @,7% va khéng phu thudc vao néng do trong
khodng 0,01-25 pg/mL.

Chuyén héa sinh hoc

Chuyén héa 1a con dudng thadi trd chinh cta tenofovir alafenamide & ngudi, chiém >
80% 1idu ubng. Cac nghién clu in vitro d& chi ra rdng tenofovir alafenamide dudc
chuyén héa thanh tenofovir (ch&t chuyén héa chinh) bdi carboxylesterase-1 trong
té bao gan; va bdi cathepsin A trong cac té bao don nhan mau ngoai vi (PBMC) va
dai thyc bao. TRONG
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vivo, tenofovir alafenamide bi thiy phan trong té& bao tao thanh tenofovir

(chat chuyén héa chinh), dugc phosphoryl héa thanh chit chuyén héa cé hoat tinh,
tenofovir diphosphate.

In vitro, tenofovir alafenamide khéng dugc chuyén hoéa bdi CYP1A2, CYP2C8,
CYP2C9, CYP2C19 hodc CYP2D6. Tenofovir alafenamide & muc tdi thidu

dudc chuyén hoéa b3iCYP3A4.

Loai bo

Sy bai tiét qua than clGa tenofovir alafenam}de nguyén ven la mét con dudng
nho véi < 1% liéu dugc thai trU qua nudc tiéu. Tenofovir alafenamide chd yéu
dugc thadi tru sau khi chuyén hoéa thanh tenofovir. Tenofovir alafenamide va
tenofovir cé thdi gian ban hdy trung binh trong huyét tuong 1a ©,51 va

tudng Ung la 32,37 gid. Tenofovir dugc thadi trU qua than tu

co thé,qua than bang cd qua trinh loc & cau than va hoat dong & dng than
bai tiét.

Tuyén tinh/phi tuyén tinh
Phoi nhiém tenofovir alafenamide ty 1& thuan véi 1liéu trong pham vi liéu
tuy 8 dén 125 mg.

Dudc_dbng hoc & cac nhém dan sb dac biét

Tubi, gidi tinh va dan toc

Khéng xac dinh dudc sy khac biét c6 y nghia lam sang vé dugc dong hoc theo
doé tudi hodac ching tbéc. Sy khac biét vé dudc dong hoc theo gidi tinh khdng
dugc coi la c6 y nghia lam sang.

Suy gan

¢ nhiing bénh nhan bi suy gan nang, tépg ndng dd trong huyét tudng cua
tenofovir alafenamide va tenofovir thap hon so vdi nhiing ngudi cé chdc nang
gan binh thudng. Khi hiéu chinh protein

Ndng d6 tenofovir alafenamide trong huyét tudng lién két, khéng lién két (tu
do) & bénh nhan suy gan nang va chldc nang gan binh thudng

gibng nhau.
Suy than

Khéng cé sy khac biét c6 y nghia 1am sang vé& tenofovir alafenamide hoac tenofovir
dugc dong hoc da dugc quan sat gilta ngudi khde manh va bénh nhan suy than

nang (CrCl udc tinh > 15 nhung < 3@ mL/phGt) trong cac nghién clu vé tenofovir
alafenamide.

Dan sb tré em

Dugc dong hoc cla tenofovir alafenamide va tenofovir da dugc danh giad & thanh
thiéu nién nhim HIV-1, chua tiing diéu tri da dung tenofovir alafenamide (10
mg) cung véi elvitegraver,

cobicistat va emtricitabine dudi dang vién két hgp liéu cd dinh

(E/C/F/TAF; Genvoya). Khdng cé sy khac biét c6 y nghia 1am sang vé tenofovir
Dugc ddong hoc cla alafenamide hodc tenofovir da dugc quan sat gida

déi tugng nhim HIV-1 & thanh thiéu nién va ngudi 16n.
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5.3. Dif 1iéu an toan ti&n 1am sang

Cac nghién c@u phi 1am sang & chudt va ché cho thdy xudng va than 1a cd quan bi nhilm
déc chinh. DPoc tinh trén xudng dugc quan sat thdy 1a BMD giam & chudt va ché khi tiép
xdc v@i tenofovir it nhat 4 1an.

16n hon nhidu 1dn so véi duy kién sau khi dung tenofovir alafenamide. C6 sy tham nhiém
téi thidu ctia md bao trong mét

& ché & mic phoi nhiém tenofovir alafenamide va tenofovir cda

13n 1lugt 16n hon khoang 4 va 17 1an so vdi

du kién sau khi dung tenofovir alafenamide.

Tenofovir alafenamide khéng gy dot bién gen hodc géy nhim sic thé trong cac thli nghiém

gdy doc gen thdéng thudng.

B&i vi ndng d6 tenofovir & chudt cbng va chudt nhdt thdp hon sau

S0 dung tenofovir alafenamide so vdi tenofovir disoproxil

fumarate, cac nghién clu vé& khd nang gay ung thu va nghién cdu & chudt chu sinh sau khi sinh d& dugc thuc hién
chi dugc tién hanh vdi tenofovir disoproxil fumarate. Khéng cé mdi nguy hidm dic biét cho
con ngudi da dugc tiét 16 trong cac nghién clu thong thudng vé kha ning gay ung thu

véi tenofovir disoproxil (dudi dang fumarate) va doc tinh ddi vdi sinh san va phat trién
véi tenofovir disoproxil (dudi dang fumarate) hoac tenofovir alafenamide. Cac nghién clu
vé doc tinh sinh san & chudt va thd cho thdy khéng cé anh hudng nao dén cac thong sé vé
giao phbi, khd niang sinh san, qua trinh mang thai ho3c bao thai. Tuy nhién,

tenofovir disoproxil fumarate 1am gidm chi sb kha nidng séng sét va trong lugng cla

chudét con trong mét nghién cdu vé doc tinh chu sinh & lidu gay doc cho chudt me. MOT
nghién cdu 1au dai vé kha nang gdy ung thu qua dudng udng & chudt cho thiy ty 1& mdc bénh thép
khdi u tad trang, dugc coi 1a cé khd nang 1lién quan dén ndng do cao tai chd trong dudng
tiéu héa & 1idu cao 600 mg/kg/ngay. Cac

cd ché hinh thanh khéi u & chudt va mdi lién quan tiém tang dbi vdi

con ngudi 13 diéu khéng chic chén.
6. CHI TIET DUGC PHAM

6.1 Danh muc ta dugc

L61i may tinh bang
Cellulose vi tinh thé, Lactose monohydrat, Croscarmellose natri va magie

stearat.

phi phim
Rugu polyvinyl, Talc, Macrogol/Polyethylene Glycol va Titanium dioxide.

6.2 Sy khong tuong thich
Khéng ap dung dudc.

6.3 Thdi han sd dung
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24 thang

6.4 Bién phap phong nguia dac biét khi bdo quan

Khong bado quadn & nhiét doé trén 30°C. Bio quan trong thiing chda ban dau. Gilf
chat chai.

6.5 Ban chdt va ndi dung cla thung chia

Pém 30: Chai HDPE 60 cc mau trang duc dugc déng bang 33 mm - 400 ARGUS CR
pong bang miéng dém cdm Ung TEKNIPLEX HS 123 chla day hop dung silica gel
1g va polyester 9 gm/yard.

6.6 Cac bién phap phong ngila dac biét khi thadi bé va xd 1y khac

B4t ky san pham thudc hodc chdt thai nao khéng dudc si dung phai dudc xd 1y theo yéu clu cla
dia phuadng.

7. NHA CUNG CAP
Nha cung
cap: Laurus Labs
Limited Tang 2, Serene
Chambers, budng sb

7Banjara Hills, Hyderabad - 500034.
An Do.

Nha ché tao:

Laurus Labs Limited, (Pon vi-2),

L6 sb6: 19, 20 & 21, Khu vyc phia Tay,
APSEZ, Atchutapuram Mandal,
Visakhapatnam-

District-531011, Andhra
Pradesh, An DPd.
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