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Ry Thubc nay chi ditng theo don thubc
HUONG DAN SU DUNG THUOC

TENOBOSTON AF

MJi vién nén bao phim TENOBOSTON AF c6 chira:

Thanh phén hoat chit:
Tenofovir alafenamid..........ccooeviiiiuumennienuieniinsinrninanes 25 mg
(twong duong tenofovir alafenamid fumarat)

Thanh phan td dwgc: Lactose monohydrat, cellulose vi tinh thé (type 112), natri croscarmellose,
natri stearyl fumarat, opadry AMB II White (polyvinyl alcohol, tale, titan dioxyd, glyceryl mono
va dicaprylocaprat, natri lauryl sulfat), oxyd sét vang.

DANG BAO CHE

Vién nén bao phim.

Mo ti sin pkém: Vién nén hinh tron, bao phim mau vang, hai mat khum, tron.
CHI PINH

TENOBOSTON AF dugc chi dinh trong didu tri bénh viém gan B man tinh & ngudi 16n va tré vi
thanh nién (tir 12 tudi trd 1én véi trong luong co thé i thiéu 35 kg) (xem phén Pdc tinh dugc
lwee hoc).

LIEU DUNG, CACH DUNG

Liéu phép diéu tri phai do bac si ¢ kinh nghiém trong viéc quan 1y bénh viém gan B man tinh
chi dinh.

Liéu diing

Ngudi 16n va tré vi thanh nién (tir 12 tudi tré 1én véi trong lugng co thé {t nhat 35 kg): mot vién
nén mot lan moi ngay.

Ngirng diéu tri

C6 thé can nhic ngimg didu tri nhu sau (xem phin Cdnh bdo va than trong khi dimg thuéc):

e O céc bénh nhan c6 HBeAg duong tinh khong méc xo gan, nén didu tri it nhat 6 — 12
thang sau khi xéc dinh chuyén d6i HBe (mat HBeAg va mat HBV DNA do phat hign
khang HBe) hoic cho dén khi chuyén doi HBs hodc cho dén khi thudc mat hiéu qua (xem
phén Canh bdo va thén trong khi dimg thuoc). Khuyén nghi nén tién hanh tai danh gia
thuong xuyén sau khi ngimg diéu tri d€ phat hién tinh trang tai phat virus.

o O cac bénh nhin c6 HBeAg 4m tinh khéng méc xo gan, nén diéu tri it nhét dén khi chuyén
d6i HBs hodc cho d&n khi ¢6 bang chimg cho thdy thudc mét hiéu qua. Vi thoi gian diéu
tri kéo dai hon 2 nim, khuyén nghi nén tién hanh tai danh gia thuong xuyén dé xac nhan
viée tiép tuc diéu tri bing liéu phap da chon van phi hop voi bénh nhan.
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Néu quén mot lidu ding dudi 18 gior ké tir thoi diém ding thudc binh thuong, bénh nhén nén
ding TENOBOSTON AF cang s&m cang tét va sau dé tiép tuc dung thude nhur binh thudng. Néu
da qua 18 git ké tir thoi didém dung thudc binh thudng, bénh nhin khong nén ding lidu di bé 16
va chi ¢an tiép tuc dung thude theo gitr ubng thude binh thudng.

Néu bénh nhin bi non mira trong vong 1 gid sau khi ding TENOBOSTON AF, bénh nhén nén
uong thém mot vién nén khac. Néu bénh nhan bi nén mira hon 1 gitr sau khi ding TENOBOSTON
AF, bénh nhan khéng can udéng thém mdt vién nén khéc.

Nhitng doi twong dic biét

Neudi cao tudi

Khong can diéu chinh lidu ding TENOBOSTON AF cho bénh nhan tir 65 tudi trd 1én (xem phan
Ddec tinh duwoc dong hoc).

Suy than

Khong cén diéu chinh lidu ding TENOBOSTON AF cho ngudi 16n hogic tré vi thanh nién (tir 12
tubi tror 1én va trong Iwong co thé téi thiéu 35 kg) 6 do thanh thai creatinine (CrCl) du kién > 15
mL/phit hodc & bénh nhén c¢6 ClrCl < 15mL/phut dang diéu tri bang thim tich mau.

Vio nhimng ngay thdm tach méau, bénh nhin nén ding TENOBOSTON AF sau khi hoan thanh
diéu tri bang tham tach mau (xem phan Ddc tinh duoc dong hoc).

Khong c6 khuyén cdo liéu ding cho cée bénh nhén c¢6 CrCl < 15 mL/phit khong diéu tri bang
tham tach mau (xem phan Canh bdo va thdn trong khi diung thuéc).

Suy gan

Khong cén diéu chinh liéu ding TENOBOSTON AF cho bénh nhan bj suy gan (xem phén Cénh
bdo va thdn trong khi diing thudce va Ddc tinh duoc dong hoc).

Nhom bénh nhin nhi

Chua x4c dinh dugc tinh an toan va hiéu qua cia TENOBOSTON AF & tré em dudi 12 tudi hodc
c6 can niing < 35 kg. Khong c6 dit liéu, '

Cach dung
Ding theo dudng udng. Nén ding vién nén bao phim TENOBOSTON AF khi an.
CHONG CHI PINH

Qua man cam véi cac thanh phén hoat tinh hodc bt ky ta duoc nao duoc liét ké trong phfin Thanh
phdn ta duoc.

CANH BAO VA THAN TRONG KHI DUNG THUOC
Lay nhiém HBV

Bénh nhan phai dugc théng bao rmg TENOBOSTON AF khéng ngén ngira nguy co lay nhiém
HBYV sang nguoi khac thong qua tlep xtc tinh duc hodc truyén mau. Cén ap dung cac bién phap
phong ngtra phu hop.

Bénh nhén bi bénh gan méat bi

Dit liéu vé tinh an toan va hiéu qua cia TENOBOSTON AF ¢ bénh nhan nhiém HBV méc bénh
gan mat bil va ¢6 diém sé Child Pugh Turcotte (CPT) > 9 (Loai C) con han ché. Nhimg bénh
nhdn nay c6 nguy co cao bi phan ing phu nghiém trong ¢ gan va thén. Do d6, phai theo doi chat
ché céc thong sb vé gan va than trong nhom bénh nhan nay (xem phan Ddc tinh dwoc dong hoc).
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Tang viém gan

Bimg phdt trong khi diéu tri: Tinh trang ting viém gan B man tinh tur phat kh4 phd bién va duoc
dic trung bang sur gia ting tam thoi alanine aminotransferase (ALT) trong huyét thanh. Sau khi
bét dau didu tri khang virus, ALT trong huyét thanh c6 thé ting & mét s6 bénh nhan. O céc bénh
nhan méc bénh gan con bi, tinh trang ting ALT trong huyét thanh thuong khéng di kém véi ting
ndng d6 bilirubin trong huyét thanh hodc bénh suy gan mét b. Bénh nhan mic xo gan ¢ nguy
co cao bi suy gan mét b1 do ting viém gan, do d6 cin phai theo dai chit ch& trong subt qua trinh
diéu tri.

Biing phdt sau khi ngimg diéu tri: DA c6 béo cdo vé tinh trang ting viém gan cip tinh & nhiing
bénh nhin d3 ngung diéu tri viém gan B, thudng 13 do ting ndng d6 HBV DNA trong huyét
tuong. Hiu hét cée trudmg hop du tu han ché, nhung tinh trang tang viém gan nghiém trong, bao
gbm két qua tir vong, c6 thé xay ra sau khi ngung diéu tri viém gan B. Cén phai theo d&i chire
nang gan trong khoang thoi gian dinh ky lap lai voi ca theo doi lam sang va theo doi trong phong
thi nghiém it nhét 6 thing sau khi ngung diéu tri viém gan B. Néu thich hop, c6 thé khéi phuc lai
qua trinh diéu tri viém gan B.

O nhimg bénh nhén bi bénh gan tién trién hodic xo gan, khéng nén ngung diéu tri boi vi tinh trang
ting viém gan sau dicu tri ¢6 thé dAn dén suy gan mét bu. Bing phét viém gan dic biét nghiém
trong va d6i khi gy tir vong ¢ nhitng bénh nhan bi bénh gan mat bu.

Suy than

Bénh nhin c6 doé thanh thai creatinine < 30 mL/phut

Lidu ding TENOBOSTON AF mdi ngay mét 14n & nhiing bénh nhan ¢6 CrCl > 15 mL/phit va
< 30 mL/phtit dua trén dir liéu tam thoi ctua Tuén 24 vé hidu qua va dd an toan cta viée chuyén
tir mot ché d6 khéng virus khéc sang tenofovir alafenamide trong mot nghién ctru 1dm sang nhén
mo dang dién ra & cac bénh nhan nhiém HBV man tinh di dugc tc ché virus (xem phan Tdc dung
khéng mong mudn ciia thuée va Ddc tinh duge lwe hoe). Co rat it dix lidu vé tinh an toan va hidu
qua cia TENOBOSTON AF & bénh nhan nhiém HBV véi CrCl < 15 mL/phtt dang diéu tri bang
thim tach mau man tinh (xem phan Tdc dung khéng mong muén cia thuéc, Pdc tinh dicoc luc
hoc va Dgc tinh dwoc dong hoc).

Khéng khuyén céo sir dung TENOBOSTON AF cho céc bénh nhan ¢6 CrCl < 15 mL/phit khong
diéu tri bang thAm tich mau (xem phin Cdch dimg, liéu dimg).

Poc tinh trén than

Khéng thé loai trir nguy co tiém 4n déc tinh trén than do tiép xic 1au dai véi mic tenofovir thip
do dung véi tenofovir alfenamide.

Khuyén c4o nén danh gi4 chic ning than & tat ca cac bénh nhan trude hodic khi bat dau didu tri
biang TENOBOSTON AF va ciing can theo doi loai thudc nay trong sudt qué trinh diéu trj & tat
ca céc bénh nhan néu phit hop vé mat 1Am sang. O nhiing bénh nhén bi suy giam chirc ning thin
dang ké vé mat 1am sang, hodc c6 bang chiing vé bénh 1y dng than gan, cin xem xét viée ngimg
st dung TENOBOSTON AF.

Bénh nhin déng nhiém HBV va viém gan virus C hoiac D

Khéng ¢6 dir lidu vé tinh an toan va hidu qua cia TENOBOSTON AF & bénh nhan dong nhiém
viém gan virus C hoac D. Can tuin thii huéng dan sir dung dong thoi dé diéu tri viém gan C (xem
phan Tuong tdc thuoc).

Pong nhiém viém gan B va HIV
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Cén thuc hién xét nghiém khang thé HIV cho tat ca nhitng bénh nhan nhiém HBV ma chwa 16
tinh trang nhiém HIV-1 trugc khi bat dau didu tri véi TENOBOSTON AF. O nhimg bénh nhan
ddng nhiém HBV va HIV, cin sit dung ddng thdi TENOBOSTON AF véi céc thube khéng
retrovirus khéc dé dam béo rang bénh nhan nhin duge mét phac dd thich hop dé diéu tri HIV
(xem phén Twong tdc thudc).

Sir dung ddng thai véi cac loai thude khac

Khéng nén st dung dong thoi TENOBOSTON AF véi céc loai thube ¢6 chia tenofovir
alafenamide, tenofovir disoproxil (thudc tenofovir DF) hodc adefovir dipivoxil.

Khéng khuyén nghi str dung déng thoi TENOBOSTON AF v6i mot s6 loai thude chéng co giét
nhat dinh (vi du: carbamazepine, oxcarbazepine, phenobarbital va phenytoin), thuoe khéng vi
khuan (vi du: rifampicin, rifabutin va rifapentine) hodc thao duoc St. John’s wort, tat ¢d déu la
chat gdy cam tUmg P-glycoprotein (P-gp) va cé thé 1am giam nong d6 tenofovir alafenamide trong
huyét tuong.

Viée sir dung dong thoi TENOBOSTON AF véi chét e ché P-gp manh (vi du: itraconazole va
ketoconazole) co6 thé lam tang nong do tenofovir alafenamide trong huyét twong. Khong khuyén
nghi sir dung dong thoi.

Than trong véi ta duoc

TENOBOSTON AF co6 chira lactose monohydrat. Bénh nhan bi 161 loan di truyén hiém gap nhu
khong dung nap galactose, thieu hut lactase hoan toan hodc kém hap thu glucose-galactose khong
nén dung thudc nay.

TENOBOSTON AF chita dudi 1 mmol natri (23 mg) méi vién, vé co ban nghia la “khéng co
natri”.

SU DUNG THUOC CHO PHU NU MANG THAI VA CHO CON BU

Phu nir mang thai

Khéng c6 hodic c6 rét it dit lidu (dudi 300 truong hop mang thai) st dung tenofovir alafenamide
& phu nit ¢6 thai. Tuy nhién, mdt so6 lugng 16n céc dit liéu vé phu nit cé thai (hon 1000 két qua
phoi nhiém) cho thay khdong cé biéu hién di dang hay ddc tinh trong bao thai/ tré so sinh lién
quan dén viéc stir dung tenofovir disoproxil.

Nghién ciru trén dong vat khong cho th Ay céc anh hudng bat loi truc tiép hay gidn tiép lién quan
dén ddc tinh doi voi kha ndng sinh san.

C6 thé can nhic sir dung tenofovir alafenamide trong thai ky, néu cin thiét.

Phu nir cho con bu

Chua xic dinh duge tenofovir alafenamide ¢6 bai tiét qua sfta me hay khong. Tuy nhién, cac
nghién ctru trén ddng vét cho thay tenofovir duge bai tiét vao sira. Khong co6 thong tin day di vé
tdc dung cla tenofovir & tré méi sinh/ tré nho.

Khong thé loai trix nguy co d6i véi tré méi sinh/ tré so sinh duoc nudi b:fmg stta me ; do d6, khéng
nén str dung tenofovir alafenamide khi dang cho con bu.

Kha nang sinh sin

Khéng ¢ dit liéu nghién ctru & ngudi vé anh huéng cia tenofovir alafenamide d6i véi kha nang
sinh san. Nghién ctru ¢ dong vat khong cho thay anh huong bat loi clia tenofovir alafenamide doi
v61 kha nang sinh san.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
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TENOBOSTON AF khong c6 anh huéng hogc anh huong khong déng ké dén khé ndng diéu
khién va van hanh may moc. Nén thong bdo cho bénh nhén biét ring c6 tinh trang chéng mat
trong qua trinh dieu tri vé4i tenofovir alafenamide.

TUONG TAC, TUONG KY CUA THUOC
Twong tic ciia thubc
Nghién cttu twong tdc mdi chi dugce thuc hién & nguoi 16n.

Khéng nén str dyng dong thoi TENOBOSTON AF véi cic dugc phdm c6 chira tenofovir
disoproxil (thuéc tenofovir DF), tenofovir alafenamide hoéc adefovir dipivoxil.

Céc duoc phidm cé thé anh hudng dén tenofovir alafenamide

Tenofovir alafenamide duoc truyén dan bang P- -gp va protein khang ung thu vii (BCRP). Céac loai
duoc pham 1a chét gy cam g P-gp (vi du: 11famplcm rifabutin, carbamazepine, phenobarbital
hodc thao dugc St. John’s wort) ¢6 thé s& lam giam ndng o tenofovir alafenamide trong huyét
twong, c6 thé dan dén mét tac dung diéu tri cia TENOBOSTON AF. Khdng khuyén nghi sit dung
déng thoi céc loai duge phdm nay véi TENOBOSTON AF.

Viéc sir dung dong thoi tenofovir alafenamide véi céc loai duoc phdm gy tic ché P-gp va BCRP
c6 thé 1am tang nong do tenofovir alafenamide trong huyét twrong. Khéng khuyén nghi str dung
ddng thoi tenofovir alafenamide véi cac chét tic ché tenofovir alafenamide manh.

Tenofovir alafenamide 1a chit nén ciia OATP1B1 va OATP1B3 rrong thir nghiém in vitro. Sy
phén bo cua tenofovir alafenamide trong co thé ¢é thé bi anh hudéng béi hoat tinh cia OATP1B1
v&/ hosic OATP1B3,

Anh huéng ciia tenofovir alafenamide véi cac duoc phim khice

Tenofovir alafenamide khong phai la chét rc ché cia CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19 hodc CYP2D6 trong thur nghiém in vitro. Cling khong phai 1a chat tc ché hay chat
cam ung CYP3A in vivo.

Tenofovir alafenamide khéng phai 1 chit (e ché uridine diphosphate glucuronosyltransferase
(UGT) 1Al & nguoi irong thu: nghiém invitro. Chua xac dinh dugc tenofovir alafenamide c6 phai
la chat \rc ché cac enzym UGT khac hay khéng.

Théng tin v& tuong tac thubc cho TENOBOSTON AF véi céc duge pham c6 thé dung dbng thoi
duoc tom tat trong Bang 1 dudi day (tang dugce thé hién 1a “1”, giam la “|”, khéng thay ddi 1a
“<»” hai ldn mdi ngay la “b.i.d”, liéu don 14 “s.d.”, mot 1an mdi ngay 12 “q.d.”, va tiém tinh mach
1a “TV™). Céc tuong tac cua thude duge md ta can cfr vao cic nghién ctru duoc thye hién véi
tenofovir alafenamide hodc 1a cac kha ning twong téc thude cé thé xay ra véi TENOBOSTON
AF).

Bing 1: Twong tic gitta TENOBOSTON AF va cdc loai dwoe phim khic

T4c dung Ién cdc cip dwrge Khuyén nghi lién quan
Dugec phim theo linh vye pham b dén viée sit dung dong
ditu tri Ty I€ trung binh (khoédng tin | thdi véi TENOBOSTON
ey 90%) cho AUC, Cmax, Cin AF
Thuéc chong co gidt
Carbamazepine Tenofovir alafenamide
(300 mg dung theo dudng | | Cmax 0,43 (0,36; 0,51)
lléng, b.i.d.) | AUC 0,45 (0,40; 0.51) Khéng khuyén nghi su
Tenofovir alafenamide® Tenofovir dung dong thoi
(25 mg diing theo dudng udng, | | Cmax 0,70 (0,65; 0,74)
s.d.) « AUC 0,77 (0,74; 0,81)
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Tuong tac chua duge nghién ciru

Oxcarbazepine = Khéng khuyén nghi su
Phenobarbital Reeite dung ddng thoi
| Tenofovir alafenamide e HOAR TS
Tuong t4 ién 1l "
. ucm.‘i tz.tc chua dugce nghién ctru Khns: Ehaydn “sshl
Phenytoin Dt kién: s Siine thist
| Tenofovir alafenamide g dong ot
Midazolam?

(2.5 mg dung theo duong
uéng, s.d.)

Tenofovir alafenamide®

(25 mg diing theo dudmg ubng,
q.d.)

Midazolam
< Cmax 1,02 (0,92; 1,13)
«— AUC 1,13 (1,04; 1,23)

Midazolam?

(1 mglV,s.d)

Tenofovir alafenamide®

(25 mg diing theo dudng ubng,
q.d.)

Midazolam
<> Crax 0.99 (0.89, 1.11)
« AUC 1,08 (1,04; 1,14)

Khéng cin diéu chinh liéu
ding midazolam (dung
theo dudng udng hodc IV)

Thuoc chong tram cdam

Sertraline

(50 mg ding theo dudng ubng,
s.d.)

Tenofovir alafenamide®

(10 mg duing theo dudng ubng,
q.d.)

Tenofovir alafenamid

<+ Cinax 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)
<> Cpnin 1,01 (0,99; ],03)

Sertraline
> Cmax 1,14 (0,94; 1,38)
« AUC 0,93 (0,77; 1,13)

Khong cin didu chinh lidu
dung TENOBOSTON AF
hodc sertraline

Thubc chong nam

Itraconazole
Ketoconazole

Tuong tac chua dugc nghién ctiru
Du kién:
T Tenofovir alafenamide

Khéng khuyén nghi st
dung dong thoi

Thuéc khdng vi khuin

Tuong tac chua dugce nghién cimm

s g .
| Tenofovir alafenamide =i
Tu’ang tac chua duoc nghién cuu Khiitis iy én Hghi &
Rifabutin Du kién: . '

| Tenofovir alafenamide

dung ddng thai

Thubc khdang virus HCV

Sofosbuvir (400 mg ding theo
dudng udng, q.d.)

Tuong tac chua dugc nghién ctru
Dur kién:

«> Sofosbuvir

«— (3S-331007

Khéng can diéu chinh liéu
ding TENOBOSTON AF
hoéc sofosbuvir
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Ledipasvir/sofosbuvir

(90 mg/400 mg dung theo
duong ubng, q.d.)

Tenofovir alafenamide®

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

Ledipasvir

«* Crnax 1,01 (0,9?, 1,05)
« AUC 1,02 (0,97; 1,06)
> Cnin 1,02 (0,98; 1,07)
Sofosbuvir

< Cmax 0,96 (0,89; 1,04)
« AUC 1,05 (1,01; 1,09)
GS-331007¢

> Cmax 1,08 (1,05; 1,11)
« AUC 1,08 (1,06; 1,10)
> Cnin 1,10 (1,07, 1,12)
Tenofovir alafenamide

> Cmax 1,03 (0,94; 1,14)
« AUC 1,32 (1.25; 1,40)
Tenofovir

T Cmax 1.62 (1,56; 1,68)

T AUC 1,75 (1,69; 1,81)

1 Cmin 1,85 (1,78; 1,92)

Khéng cén didu chinh lidu
dung TENOBOSTON AF
hodc ledipasvit/ sofosbuvir

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

Tuong tac chwa duge nghién ciru
D kién:

« Sofosbuvir

« (3S-331007

< Velpatasvir

1 Tenofovir alafenamide

Khong can diéu chinh liéu
dung TENOBOSTON AF
hoac sofosbuvir/
velpatasvir

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

Tenofovir alafenamidef

(25 mg ding theo drong ubng,
q.d.)

Sofosbuvir

> Cmax 0,95 (0,86; 1,05)
« AUC 1,01 (0,97, 1,06)
GS-331007¢

<> Cpax 1,02 (0,98; 1,006)
«— AUC 1,04 (1,01; 1,06)
Velpatasvir

< Cmax 1,05 (0.96; 1,16)
<« AUC 1,01 (0,94; 1,07)
< Cuin 1,01 (0,95; 1,09)
Voxilaprevir

<> Cmax 0,96 (0,84; 1,11)
< AUC 0,94 (0,84; 1,05)
— Cpin 1,02 (0,92; 1,12)
Tenofovir alafenamide
T8 LIZCLAT: 1.48)

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

Khéng cén diéu chinh liéu
dung TENOBOSTON AF
hoac sofosbuvir/
velpatasvir/voxilaprevir

Thubc khdng retrovirus HIV —

Thuoc tre ché protease

Atazanavir/cobicistat

(300 mg/150 mg ding theo
dudng udng, q.d.)

Tenofovir alafenamide®

(10 mg dung theo duwong uéng,

q.d.)

Tenofovir alafenamide
<> Cmax 1,80 (1.48; 2,18)
T AUC 1,75 (1,55; 1,98)
Tenofovir

<> Cmax 3,16 (3,00; 3,33)
T AUC 3,47 (3,29; 3,67)

Khong khuyén nghi s
dung dong thoi
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< Cmin 3,73 (3,54: 3,93)

Atazanavir

> Cmax 0,98 (0,94; 1,02)

« AUC 1,06 (1,01; 1,11)
<> Cpin 1,18 (1,06; 1,31)

Cobicistat

= Cuax 0,96 (0,92; 1,00)

« AUC 1,05 (1.00; 1,09)
« Coin 1,35 (1,21; 1,51)

Atazanavir/ritonavir

(300 mg/100 mg dung theo
duong udng, q.d.)

Tenofovir alafenamide®

(10 mg diing theo dudng ubng,
s.d.)

Tenofovir alafenamide

< Cmax 1,77 (1,28.. 2,44)
T+ AUC 1,91 (1,55;2,35)
Tenofovir

¢« Cmax 2,12 (1,86; 2,43)
1T AUC 2,62 (2,14; 3,20)
Atazanavir

< Crax 0,98 (0,89, 1,0?)
< AUC 0,99 (0,96; 1,01)
< Cmin 1,00 (0,96; 1,04)

Khong khuyén nghi str
dung dong thoi

Darunavir/cobicistat

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

Tenofovir alafenamide®

(25 mg dung theo dudng udng,
g.d.)

Tenofovir alafenamide

< Cmax 0,93 (0,72; 1,21)
« AUC 0,98 (0,80; 1,19)
Tenofovir

< Cmax 3,16 (3,00; 3,33)
T AUC 3,24 (3,02; 3.47)

< Cmin 3,21 (2,90, 3,54)

Darunavir

b Cmax 1,02 (0,96, 1,09)

« AUC 0,99 (0,92; 1,07)
<+ Cmin 0,97 (0.82; 1.15)

Cobicistat

> Chuax 1,06 (1,00; 1,12)
< AUC 1,09 (1,03; 1,15)
<> Cmin 1,11 (0,98; 1,25)

Khong khuyén nghi st
dung dong thoi

Darunavir/ritonavir

(800 mg/100 mg dung theo
dudmg udng, q.d.)

Tenofovir alafenamide®

(10 mg duing theo dudng udng,
s.d.)

Tenofovir alafenamide
<> Cmax 1,42 (0,96; 2,09)
— AUC 1,06 (0,84; 1,35)
Tenofovir

> Crax 2,42 (1,98, 2,95)
T AUC 2,05 (1,54; 2,72)
Darunavir

<> Cmax 0,99 (0,91; 1,08)
<« AUC 1,01 (0,96; 1,06)
> Cpin 1,13 (0,95; 1,34)

Khong khuyén nghi sir
dung dong thoi

Lopinavir/ritonavir

(800 mg/200 mg dung theo
dudng udng, q.d.)

Tenofovir alafenamide®

Tenofovir alafenamide
<> Cmax 2,19 (1,72; 2,79)
T AUC 1,47 (1,17; 1,85)
Tenofovir

Khong khuyén nghi sir
dung dong thoi
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(10 mg ding theo dudmg udng,
s.d.)

<> Cmax 3,75 (3,19; 4,39)
T AUC 4,16 (3,50; 4.,96)

Lopinavir

< Crax 1,00 (0,95; 1.06)

< AUC 1,00 (0,92; 1,09)
<> Cinin 0,98 (0,85, 1.12)

Tipranavir/ritonavir

Tuong tic chua duoc nghién ctru
Du kién:
| Tenofovir alafenamide

Khéng khuyén nghi sir
dung ddng thoi

Thubc khing retrovirus HIV — Th uéc ke ché integrase

Dolutegravir

(50 mg ding theo dudmg ubng,
q.d.)

Tenofovir alafenamide®

(10 mg dung theo dudmg udng,
s.d.)

Tenofovir alafenamide

<> Cmax 1,24 (0,88; 1,74)
1 AUC 1,19 (0,96; 1.48)

Tenofovir

<> Cmax 1,10 (0,96; 1,25)
1 AUC 1,25 (1,06; 1.47)

Dolutegravir

> Crax 1,15 (1.04, 1\27)
< AUC 1,02 (0,97; 1,08)
< Cmin 1,05 (0,97; 1,13)

Khéng can diéu chinh liéu
dung TENOBOSTON AF
hodc dolutegravir

Raltegravir

Tuong tic chua dugce nghién ciu
Dut kién:

< Tenofovir alafenamide

<> Raltegravir

Khong cén diéu chinh lidu
dung TENOBOSTON AF

hodc raltegravir

Thubc khdng retrovirus HIV — Chiit ke ché enzym phién mii ngwoc nucleoside

Efavirenz

(600 mg dung theo duong
uémg, q.d.)

Tenofovir alafenamide”

(40 mg dung theo duemg udng,
q.d.)

Tenofovir alafenamide

> Crmax 0,78 (0.58 105)
<~ AUC 0,86 (0,72; 1,02)
Tenofovir

> Cmax 0,75 (0,67; 0.86)
<~ AUC 0,80 (0,73; 0,87)
< Cnin 0,82 (0,75; 0,89)

Dur kién:

<> Efavirenz

Khong cin diéu chinh liéu
dung TENOBOSTON AF
hoac efavirenz

Tuwong tac chua dugce nghién ctru
Due kién:

Khong can diéu chinh liéu

Nevirapine - ; dung TENOBOSTON AF
< Tenofovir alafenamide 3 —
— hoac nevirapine
< Nevirapine
Tenofovir alafenamide
= Cax 1,01 (0,84; 1,22)
Rilpivirine <« AUC 1,01 (0.94; 1,09)
(25 mg ding theo dudng ubng, | Tenofovir P | =
d
. o Cuax 1,13 (1,02 1.23) Khoéng can diéu chinh liéu

Tenofovir alafenamide
(25 mg dung theo dudng uong,
q.d.)

« AUC 1,11 (1,07; 1,14)
«* Cmin 1,18 (1,13; 1,23)

Rilpivirine

L5 Cmax 0,93 (0,87; 0,99)

« AUC 1,01 (0,96; 1,06)

ding TENOBOSTON AF
hodc rilpivirine
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| © Cmin 1,13 (1,04; 1,23) |
Thubc khdng retrovirus HIV — Thudc déi khdng thu thé CCR5
Tuong tdc chua dugce nghién ciru
Dur kién:
«> Tenofovir alafenamide
+ Maraviroc

Khéng can diéu chinh liéu
dung TENOBOSTON AF
hodc maraviroc

Maraviroc

Thuéc bé thio dwgc

Tuong tac chua duge nghién ctru

Thao duoc St. John's wort Dur idn:

Khéng khuyén nghi st

(Hypericum perforatum) | Tentfie alatsnaiide dung ddng thoi
Thuébc trdnh thai ding theo diwong uéng
Norelgestromin
Norgestimate <> Cmax 1,17 (1,07; 1,26)
(0,180 mg/0.215 mg/ 0,250 | « AUC 1,12 (1,07; 1,17)
mg ding theo dudng udng, | <> Cmin 1,16 (1.08; 1,24)
q.d.) Norgestrel Khéng can diéu chinh liéu
Ethinyl estradiol + Cmax 1,10 (1,02; 1,18) dung TENOBOSTON AF
(0,025 mg ding theo dudng | <+ AUC 1,09 (1,01 1,18) hodc norgestimate/
ué)ng, q.d.) > Cmin 1,11 (1,03; 1,20) ethinylestradiol
Tenofovir alafenamide® Ethinyl estradiol
(25 mg diing theo dudmg udng, | <> Cmax 1,22 (1.15; 1,29)
q.d.) «~ AUC 1,11 (1,07; 1,16)

> Cpin 1,02 (0,93, 1,12)

A T4t ca cc nghién ciru vé twong tac thude duge thuc hién trén nhitmg ngudi tinh nguyén khoe
manh.

b T4t ca cac ranh gi6i khong c6 hidu qua 12 70% — 143%.

° Nghién ciu dwoc thuc hién véi vién nén két hop lidu dung c¢b dinh c6 chia
emtricitabine/tenofovir alafenamide.

d Chét nén CYP3A4 nhay cam.

¢ Nghién ciu duoc thuc hién v6i vién nén két hop liu ding cb dinh c6 chira
elvitegravir/cobicistat/ emtricitabine/tenofovir alafenamide.

[ Nghién ciru duge thue hién véi vién nén két hop lidu diung cb dinh co6 chua
emtricitabine/rilpivirine/ tenofovir alafenamide.

¢ Chét chuyén héa nucleoside tudn hoan chiém wu thé ciia sofosbuvir.
b Nghién ciru duoce thuc hién véi tenofovir alafenamide 40 mg va emtricitabine 200 mg.

i Nghién ciru duge thuc hién bd sung thém voxilaprevir 100 mg dé dat dugce phoi nhidm
voxilaprevir mong muén & bénh nhan nhiém HCV.

Twong ky ciia thuéc

A roor . A . A g . A A A A 5 L8 &
Do khdng ¢6 cdc nghién ciru vé tinh tuong ky ctia thude, khéng trdn 13n thude nay véi cde thude
khac.

TAC DUNG KHONG MONG MUON CUA THUOC

Tém tit hd so an toan:

Danh gia cac phan tmg phu cén cit trén dir li¢u an toan gp tir 2 nghién cttu Giai doan 3 ¢6 doi
chimg (GS US-320-0108 va GS-US-320-0110, twong \rng la “Nghién ciru 108" va “Nghién cru
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110™), trong d6 866 bénh nhan nhiém virus HBV trong méau ¢6 mitc ALT huyét thanh ting cao
duoc cho ding nhan tenofovir alafenamide 25 mg mét lan/ngay theo phwong phép mi déi cho
d&n Tudn 96 (thoi gian trung binh clia  phoi nhidm thudc nghién ciru theo phuong phép gidu nhan
la 104 tuan) va tir trai nghiém thue té sau khi dua ra thi trudng. Céc phan tmg phu thuong gép
nhét la nhitc dau (12%), budn ndn (6%) va mét mdi (6%). Sau Tudn 96, bénh nhan van dugc diéu
tri g1au nhan nhu ban dau hodc duoc diéu tri nhin mo sir dung tenofovir alafenamide. Nhing
thay ddi & cac xét nghiém lipid trong phong thi nghiém d4 dugc quan sat thiy trong Nghién cttu
108 va Nghién ciru 110. Khong ¢6 thém phan tmg bat loi nao dbi véi tenofovir alafenamide dwoc
xéc dinh tir Tudn 96 t&i Tudn 144 trong giai doan mu dbi va trong tip hop phu céc doi tuong
duoc didu tri nhan mé véi tenofovir alafenamide (xem phﬁn Ddc tinh duoc luc hoc).

Trong mdt nghién ctru mi d6i, ngau nhién, ¢6 d6i chimg tich cuc dang dién ra (GS-US-320-4018;
“Nghién citu 4018) & nhiing doi tuong da duogc trc ché virus chuyén tir tenofovir disoproxil sang
tenofovir alafenamide 25 mg (N = 243), d3 quan sét thiy nhing thay doi khi xét nghiém lipid
trong phong thi nghiém. Khong ¢6 thém phan tmg bét loi ndo khac déi véi tenofovir alafenamide
dwoc xdc dinh cho dén hét Tudn 48

Bang tom tit phan tme phu:

P xac dinh duge céc phan tmg phu sau diy cua thude khi sir dung tenofovir alafenamide cho
bénh nhin viém gan B man tinh (Bdng 2). Céc phan tng phu duoc liét ké dudi day theo loai co
quan trong co thé va tdn suét xuat hién dua trén phan tich Tudn 96. Tan sut duoe xéc dinh nhuw
sau: Rat thudng gap (> 1/10), thudmg gap (> 1/100 dén < 1/10) hoac khéng thudng gip (> 1/1000
dén < 1/100).

Béing 2: Cdc phéan ung phu dwoc xdc dinh véi tenofovir alafenamide

Loai co quan trong co thé

Tén suét Phéan tng phu
R6i loan hé than kinh

RAt thudmg gip Pau diu
Thuong gap Chong mit

Réi loan tiéu hoa

Tiéu chay, noén mira, buén nén, dau bung, chudéng

Thudng gap bung, ddy hoi

Roi loan gan mdt

T e L " T

Thuong gap

ALT tang

Réi loan mé da va dudi da

Thuong gap

Phat ban, ngira

Khong thuong gap

Phit mach !, n6i mé day

Roi logn co xwong va mo lién két

Thuong gap Dau khop
Réi loan chung va tinh trang tai ché dimg thudc
Thuong gap Mét moi

! Phan g bat loi dugc x4dc dinh thong qua giam sét sau khi dua ra thi trudng doi véi céc san

phim chita tenofovir alafenamide.

Céc thay d6i trong xét nghiém lipid
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Trong phén tich tong hop ctia céc Nghién ciru 108 va 110, di quan sét thay cdc thay doi trung vi
vé thong s6 lipid ltic d6i tir thoi diém ban déu dén Tudn 96 & ca hai nhém didu tri. Trong nhém
tenofovir alafenamide, d& quan sat thay c6 giam luong cholesterol toan phan va HDL trung vi lic
déi, va tang LDL va triglyceride truc tiép trung vi lic doi, trong khi nhém tenofovir disoproxil
cho thay cac mirc giam trung vi & tat ca cac thong sb (xem Bang 6). O nhiimg bénh nhin duoc
chon ngau nhién ban dau ding tenofovir alafenamide va chuyén sang dung tenofovir alafenamide
nhan mé& & Tuén 96, cdc thay dbi vé trung vi (Q1, Q3) tir thoi diém ban diu mu d6i dén Tuén 144
nhu sau (mg/dL): cholesterol toan phén 1a 0 (-16, 18): LDL 1a 8 (-6, 24); HDL la -5 (-12, 2);
triglyceride 1a 11 (-11, 40); ty 1€ cholesterol toan phén trén HDL 12 0.3 (0.0, 0,7). O nhitng bénh
nhan duge chon ngdu nhién ban ddu ding tenofovir disoproxil va chuyén sang ding tenofovir
alafenamide nhin m& & Tudn 96, c4c thay déi vé trung vi (Q1, Q3) tir thoi didm ban diu mn déi
dén Tuén 144 nhu sau (mg/dL): cholesterol toan phan 13 1 (-17, 20): LDL 14 9 (-5, 26); HDL la -
8 (-15, -1); triglyceride 14 14 (-10, 43); ty 1& cholesterol toan phan trén HDL 14 0,4 (0,0, 1,0).

Trong giai doan nhin mé ctia Nghién ciku 108 va 110, khi bénh nhan chuyén sang ding tenofovir
alafenamide nhin mé& & Tuédn 96, cac thong s6 lipid vao Tuan 144 & nhimg bénh nhan vén dung
tenofovir alafenamide twong tw nhu & Tuén 96, trong khi do6, da quan sat thiy su gia ting trung
vi ltic doi ctia cholesterol toan phan, LDL, HDL va triglycerid tryc tiép 0 nhitng bénh nhan chuyén
tir tenofovir disoproxil sang tenofovir alafenarnide vao Tuén 96. Trong giai doan nhin mé, thay
doi trung vi (Q1, Q3) tir Tudn 96 dén Tuin 144 vé ty 1¢ cholesterol toan phan trén HDL 12 0,0 (-
0.2.04) 06 11h1mg bénh nhan van st dung tenofovir alafenamide va 0,2 (-0,2, 0,6) ¢ nhitng bénh
nhéan d4 chuyén tir tenofovir disoproxil sang tenofovir alafenamide & Tuan 96.

Trong Nghién citu 4018, d4 quan sat thiy nhimg thay d6i trung vi vé thong s6 lipid lac doi tir thoi
diém ban dau dén Tudn 48 & ca hai nhém diéu tri. Trong nhém chuyén tir tenofovir disoproxil
sang tenofovir alafenamide, d4 quan sat thay su gia tang cholesterol toan phan, LDL, HDL va
triglycerid trung vi lic déi, trong khi nhom tiép tuc didu trj véi tenofovir disoproxil da cho thay
cholesterol toan phan HDL va triglycerid trung vi luc d6i giam di, con LDL trung vi t6i thiéu
ting 1én (p < 0,001 déi véi s khéc biét gitra cac nhom didu tri & tat ca cac thong sd). Thay dbi
trung vi (Q1, Q3) & Tudn 48 so véi thai diém ban déu vé ty 1& cholesterol toan phén trén HDL 13
0.2 (-0.1, 0,5) ¢ nhom tenofovir alafenamide va 0,0 (-0,3. 0,3) & nhém tenofovir disoproxil (p <
0,001 d6i voi su khac biét gitra cac nhom diéu tri).

Céc thong sb trao ddi chit

Trong luong co thé va ndng do lipid va glucose trong mau c6 thé ting 1én trong khi didu tri.

Céc nhém dbi tugng dic bidt khac

Trong mot nghi€n ctru giai doan 2 nhén mé dang dién ra (GS-US-320-4035: “Nghién ciru 4035")
& nhitng bénh nhin méc suy than trung binh dn nang d3 dwoc e ché virus (eGFR theo phuong
phép Cockcroft-Gault 15 dén 59 mLe’phut Phan A, Poan hé 1, N = 78), bénh thén giai doan cudi
(ESRD) (eGFR < 15 mL/phiit) dang diéu tri bang thim tach mau (Phan A, Doan hé 2, N = 15),
va/hodc suy gan trung binh dén néng (Child-Pugh Loai B hodc C tai thoi diém sang loc hodc theo
tién sir, Phén B, N = 31) da chuyén tir mét ché d khang virus khac sang tenofovir alafenamide,
khong co thém phan ung bat loi nao khac doi véi tenofovir alafenamide duge xac dinh dén hét
Tuan 24.

Bao cdo ADR

Vié€e bao céo cde phan g c6 hai duge nghi ngd ctia thude sau khi luu hanh rat quan trong, no
cho phép theo doi lién tuc ty 18 gitta loi ich/ rii ro ciia thube. Céc chuyén gia v t dwoc yéu cu
bio cdo bat ky phan g ¢6 hai nao duoc nghi ngd théng qua hé théng bao cdo qudc gia vé thong
tin thudc va theo dbi phan g c6 hai cua thude (Trung tim DI & ADR Quéc gia).

Théng bdo ngay cho bdc si hodc dwoc si nhitng phan teng c6 hai gip phii khi siv dung thuéc.
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QUA LIEU VA CACH XU TRi

Néu xay ra qu4 liu, phai theo doi bénh nhan dé phat hién bang chimg doc tinh (xem phén 7Tdc
dung khéng mong muén ciia thuéc).

Diéu tri qua 11_eu tenofovir alafenamide gbm c6 cac bién phap hd trg chung bao gdm theo doi céc
dau hiéu su song cling nhu quan sat tinh trang lam sang ctia bénh nhén.

Tenofovir dugc loai bo déng ké béi qua trinh thim tdch mau véi hé s6 chiét sut khoang 54%.
Chura xdc dinh duge liéu tenofovir ¢6 thé bi loai bo boi tham tdch mang bung khong.

PAC TINH DUQC LUC HQC

Nhém dwoe hoc diéu tri: Thube khang virus sit dung toan than, chét trc ché phién ma nguoc
nucleoside va nucleotide.

Ma ATC: JOSAF13.

Co ché tac dung:

Tenofovir alafenamide 13 mdt tién chit phosphonamidate cta tenofovir (chét tuong tu 2'-
_ deoxyadenosine monophosphate). Tenofovir alafenamide xam nhap té bao gan nguyén phat bang
cach khuéch téan thu déng va bang céc chét din truyén hip thu gan OATPIB1 va OATP1B3.
Tenofovir alafenamide chii yéu duoe thily phan tao thanh tenofovir boi carboxylesterase 1 & té
bao gan nguyén phat. Sau d6, tenofovir ndi bao duoc phosphoryl hoa thanh chét chuyén hoa
tenofovir diphosphate hoat tinh dugc 1y. Tenofovir diphosphat tic c-hé qué trinh tai tao HBV thong
qua viéc két hop viao DNA virus bang phién ma ngugec HBV, dén dén két thiic chudi DNA.
Tenofovir cé hoat tinh cu thé déi voi virus viém gan B va virus suy giam mién dich & ngudi
(HIV=1 va HIV-2). Tenofovir diphosphate 1a mt chét tic ché yéu DNA polymerase & dfng vat

¢6 v bao gdm DNA polymerase ty thé v va khong co bing ching vé ddc tinh ty thé trong thir
nghiém in vitro dwa trén mdt sé xét nghiém bao gdm phan tich DNA ty thé.

Hoat tinh khang virus:

Hoat tinh khang virus ctia tenofovir alafenamide dwoc danh gid trong céc té bao HepG2 so voi
mot bang phan 1dp 1am sang HBV dai dién cho cac kiéu gen A—H. Gia tri ECso (11511g d6 hiéu luc
50%) cho tenofovir alafenamide nim trong pham vi tir 34,7 dén 134,4 nM, véi gia tri ECso trung
binh 1a 86,6 nM. CCso (ndng dé ddc hai té bao 50%) trong té bao HepG2 1 > 44400 nM.

Khéng thube:

O céc bénh nhan duge didu tri bﬁfmg tenofovir alafenamide, phan tich trinh ty da dugc thyc hién
trén co s ghép cip va cdc mau phéan 14p HBV trong qué trinh diéu tri & nhitng bénh nhan c6 dot
pha vé virus hoc (2 lan tham khéam lién tuc c6 HBV DN{X > 69 IU/mL sau khi < 69 IU/mL, hodc
tang 1,0 logio trd 1én trong HBV DNA tir muc thép nhét), hodc bénh nhan c6 HBV DNA > 69
[U/mL vao Tuén 48 hodic Tuin 96 hodc khi ngirng diéu tri sém vao hodc sau Tuén 24.

Trong mét phén tich gop vé céc bénh nhén dung tenofovir alafenamide trong Nghién citu 108 va
Nghién citu 110 tai Tuan 48 (N = 20) va Tuan 96 (N = 72), khéng xac dinh c6 dot bién thay thé
axit amin lién quan dén tinh trang khéng thudc tenofovir alafenamide trong cdc phan 14p nay
(phén tich kiéu gen va kiéu hinh).

O nhimng bénh nhan da dugc tic ché virus dang ding tenofovir alafenamide sau khi chuyén tir
phirong phap diéu tri bing tenofovir disoproxil trong Nghién ctru 4018, khéng c6 bénh nhan nao
gap phai thay d6i dot - ngdt luong virus (mot lan tham kham c6 HBV DNA > 69 IU/mL), dot ph4
virus hodc virus huyét dai dang trong qua trinh dicu tri, va 0 trén 243 (0,0%) bénh nhén du tiéu
chudn dé phan tich kha nang khang thudc qua 48 tuan diéu tri bang tenofovir alafenamide.

Khang thube chéo:
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Hoat tinh khang virus cta tenofovir alafenamide dugc danh gid trén mot bang phén ldp ¢6 chia
c4c ddt bién cua chét tic ché enzym phién ma nguoc nucleos(t)ide trong cac té bao HepG2. Céc
phan 14p HBV thé hién dot bién thay thé rtV173L, rtL180M va rtM204V/I lién quan dén tinh
trang khang lamivudine tiép tuc nhay cdm v6i tenofovir alafenamide (thay d6i < 2 I4n cho ECso).
Céc phén 1ap HBV thé hién dot bién thay thé rtL180M, 1tM204V cong v6i 1tT184G, rtS202G,
hodc tM250V lién quan dén tinh trang khang entecavir tiép tuc nhay cam voi tenofovir
alafenamide. Cac phan 1dp HBV thé hién dot bién thay thé don rtA18 1T, rtA181V, hodc riN236T
lién quan dén tinh trang khang adefovir tiép tuc nhay cam v6i tenofovir alafenamide; tuy nhién,
phan 14p HBV thé hién hoat tinh chéng lai rtA181V cong véi rtN236T lam giam d6 nhay cam
v6i tenofovir alafenamide (thay dbi 3,7 14n trong ECso). Chura rd mirc d6 lién quan 14m sing ciia
cac dbt bién thay thé nay.

PAC TINH DUQC PONG HOC
Hr’fp thu

Sau khi sir dung tenofovir alafenamide bang dudng ubng & didu kién nhin #n cho ngudi 1én méc
bénh viém gan B man tinh, quan sat dugc nong d¢ tenofovir alafenamide trong huyét tuong dat
mébe cao nhit & thoi khoang 0,48 gitr sau khi ding lidu. Dua trén phén tich duge déng hoc Giai
doan 3 & nhém dbi tuong uhiém viém gan B man tinh, AUCq.24 & trang thai 6n dinh trung binh
cua tenofovir alafenamide (N = 698) va tenofovir (N = 856) tuong (g 14 0,22 pg-h/mL va 0,32
ugh/mL. Cmax & trang thai 6n dinh ctia tenofovir alafenamid va tenofovir twong tng 13 0,18 va
0,02 pg-h/mL. So vai céc didu kién nhin an, viéc st dung mot liéu don tenofovir alafenamide véi
mét bita &n c6 ham luong chét béo cao lam ting 65% phoi nhiém tenofovir alafenamide.

Phén bé

Cd khoang 80% tenofovir alafenamide lién két véi céc protein trong huyét th anh nguoi trong cac
mau thu thap dugce trong céc nghién ctru 1dm sang. Dudi 0,7% tenofovir lién két voi protein trong
huyét thanh ngudi va su lién két nay khong phu thude vao ndng do trén pham vi 0,01 — 25 pg/mL.

» £ Aa s
Bién doi sinh hoc

Chuyén hoa 1a duomg dao thai chinh cho tenofovir alafenamide trong co thé ngudi, chiém > 80%
cho mét lidu dimg theo dudng ubng. Céc nghién ctru in vitro chi ra ring tenofovir alafenamide
duoc chuyén hoa thanh tenofovir (chét chuyén héa chinh) nher ¢6 carboxylesterase—1 & té béo
gan; va cathepsin A trong té bao don nhin méu ngoai vi PBMC va dai thire bao. In vivo, tenofovir
alafenamide dugc thiy phén trong cac té bao dé hinh thanh tenofovir (chit chuyén héa chinh),
dwoc phosphoryl hoa thanh chat chuyén héa hoat tinh, tenofovir diphosphate.

Trong thit nghiém in vitro. tenofovir alafenamide khéng duoc chuyén héa bdi CYP1AZ,
CYPZCS, CYP2C9, CYP2C19, hodc CYP2D6. Tenofovir alafenamide duge chuyén héa mot
phan nho béi CYP3A4.

Dao thdi

Bai tiét tenofovir alafenamide nguyén ven qua thén 13 dudng dao thai phu véi < 1% liéu dugce
dao thai qua nude tidu. Tenofovir alafenamide cha yeu duge dao thai sau khi chuyén héa thanh
tenofovir. Tenofovir alafenamide va tenofovir c6 chu ky ban thai trung binh trong 11uy§t thanh
lan lwot 1a 0,51 gio va 32,37 gio. Tenofovir dugc bai tiét qua than va thai ra khoi co thé boi sy
két hop cua lgc tieu cau thdn va bai tiét tich cuc & O6ng than.

Tuyén tinh/phi tuyén tinh

Phoi nhidm tenofovir alafenamide ty 1é thudn véi lidu ding trén khoang liéu ding tir 8 mg dén
125 mg.

Dieoe dong hoc ¢ cdc nhém dic biét

Tuoi. gioi tinh va din tdc
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Khong xé4c dinh dugc sy khac biét 1am sang vé duoc dong hoc theo do ‘ru‘éi hodc dan toc. Céc
khac biét vé dugce dong hoc theo gidi tinh khéng duge coi la ¢6 lién quan vé mat lam sang.

Suy gan

O nhimg bénh nhan suy gan ning, ndng do tenofovir alafenamide va tenofovir trong huyét twong
thdp hon so v6i nhitng ngudi cé chiic ning gan binh thudng. Khi didu chinh sy lién két voi
protein, ndng do tenofovir alafenamide (tu do) khong lién két trong huyét thanh 1a twong tu &
nhitng bénh nhén bi suy gan va co chirc ndng gan binh thuong.

Suy thin

Khong quan sat thé‘iy c6 su khac biét v& 1am sang trong dugc dong hoc cia tenofovir alafenamide
va tenofovir gifra nhitng ngudi khoe manh va bénh nhan suy than nang (wdc tinh CrCl> 15 nhung
< 30 mL/pht) trong cac nghién ciru tenofovir alafenamide (xem Bang 3 bén duéi).

Phoi nhi®m tenofovir & nhitng ddi twong mic ESRD (d6 thanh thai creatinine udc tinh < 15
mL/phut), dang diéu tri bing thim tach mau man tinh va duoc diing tenofovir alafenamide (N =
5) cao hon dang ké so véi nhimng ¢ ddi twong c6 chirc ning thin binh thudng (xem bang bén dudi).
Khong quan sat théy khac biét vé mit lam sang nao lién quan dén duge dong hoc cia tenofovir
alafenamide & bénh nhan bi ESRD dang diéu tri bang thdm tich mau man tinh so véi ngudi ¢o

chtrc nang thén binh thuong.
Baug 3: Dwogc déng hoc ciia tenofovir alafenamide va chét chuyén héa ciia né tenofoviRg
cdc dbi twe ng bi suy thin so véi ngudi c6 chite ning than binh thwong. W

AUC (meg-gio trén mL) ):
Trung binh (CV%) o)
2 A
Do thanh thai Chirc ning than binh | Suy thin niang 15— ESI}D danﬁg du}:u tl{
.. . . X %" 7 biang tham tach
creatinine woe thuwong > 90 mL moéi | .29 mL moi phat (N : x.
tinh * phiit (N = 13) " = 14)" ot = 1 ML (D
phiit (N =5) ¢
Tenofovir d &5l §
bk e 0,27 (49.2) 0,51 (47.,3) 0,30 (26,7)
Tenofovir 0,34 (27,2) ¢ 2,07 (47,1) 4 18,8 (30,4) f

CV = h¢ s bién thién
a. Bing phuong phép Cockeroft — Gault.

b. PK duge danh gid sau khi dung tenofovir alafenamid 25 mg dang don lidu & nhitg dbi
tuong ¢6 chirc nang than binh thudng va ¢ nhitng doi tugng bi suy than nang trong Nghién
cuiru GS-US-120-0108.

¢. PK duoc danh gid trude khi thdm tAch méau sau khi ding tenofovir alafenamid 25 mg dang
da liéu & 5 dbi trong nhiém HBV trong Nghién ctru GS-US-320-4035. Nhiing ddi tugng
nay c6 eGFR trung vi tai thoi diém ban dau theo Cockeroft-Gaul 14 7.2 mL/phit (pham
vi 4,8 dén 12,0).

d. AUCr

e. AUCiast

f. AUCqy
Nhém bé&nh nhén nhi

Dugc @dng hoc clia tenofovir alafenamide va tenofovir da dwoce danh gid & thanh thiéu nién nhiém
HIV—1, chua timg duoc diéu tri. Nhitng d6i twong nay duoc di€u tri voi tenofovir alafenamide
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(10 mg) cing voi elvitegravir, cobicistat va emcitritabine dudi dang vién nén két hqp- lidu ding
co dinh (E/C/F/TAF; Genvoya). Khong quan sat thiy c6 su khac biét vé 1dm sang trong duoc
dong hoc ctia tenofovir alafenamide hay tenofovir gitra thanh thiéu nién va ngudi lon nhiém HIV—

s

QUY CACH PONG GOI

— Vi AlV/Al, déng g6i trong thi nhém kém 2 géi hit dm 2g. Hop 01 tidi nhém x 03 vi x 10 vién
nén bao phim kem theo t& huéng dan sir dung.

— Vi Al/Al, dong goi trong tii nhom kem 2 g6i hut dm 2g. Hop 01 tii nhém x 05 vix 10 vién
nén bao phim kém theo t& hudng dan str dung.

— Vi AlVAL dong goi trong t0i nhom kém 2 goi hit 4m 2g. Hop 01 tdi nhém x 10 vi x 10 vién
nén bao phim kém theo t& huéng dan sir dung.

PIEU KIEN BAO QUAN

Bao quan noi kho, dudi 30°C, tranh anh sang.

HAN DUNG

24 thang ké tir ngay san xuat. Khong dimg thubc qua thai han sir dung.

TIEU CHUAN CHAT LUQNG

Tiéu chudn co so.

TEN, PIA CHI CUA CO SO SAN XUAT THUOC

Co s& san xudt thude: CONG TY CO PHAN DUQC PHAM BOSTON VIET NAM.

Dia chi: Toa nha s6 2, s6 43, dudng sé 8, khu cong nghiép Viét Nam — Singapore, phudng Binh
Hoa, thanh phé Thudn An, tinh Binh Duong, Viét Nam

Dién thoai: 02743 769 606 Fax: 02743 769 601

Email: rd.boston@bostonpharma.com.vn.

NGAY XEM XET SUA POI, CAP NHAT NQI DUNG HUONG DAN SU DUNG
Binh Duong, ngay (A thang O .ndm 2024
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