HUONG DAN SU DUNG THUOC
Vién nén bao phim
TAF-5A (Tenofovir alafenamid 25 mg)

Pé xa tAm tay tré em
DPoc ki hwéng din siv dung trwéce khi dung

Neéu can thém théng tin, xin héi ¥ kién béc s hoiie dwge si

THANH PHAN CONG THUC THUOC:
Moi vién nén bao phim chira:

Thanh phan hoat chdt: Tenofovir alafenamid hemifumarat tuong duong véi 25 mg Tenofovir
alafenamid.

Thanh phcfn ta duoc: Ayicel 112, Pregelatinized starch, Syloid FP, Magnesi stearate, HPMC E6,
Opadry ABM 1L, OXyd SEt d0.......commiiniriieiiireeceeeceeeeeee e eeee et vira da 1 vién.
DANG BAO CHE:

Vién nén bao phim hinh tron, mau hong, hai mat vién nhin, thanh va canh vién lanh lan.

CHI PINH:

Tenofovir alafenamid dugc chi dinh dé ﬁiéu tri viém gan B mén tinh & ngudi 16n va thanh thiéu nién
(tir 12 tudi trd 1én véi trong lugng co theé it nhat 35 kg)

LIEU DUNG, CACH DUNG:

Liéu dung

Nguoi 1on va thanh thiéu nién (tir 12 tudi trér 1én c6 trong lugng co thé it nhit 35 kg): mot vien mdi
ngay mét lan.

Ngirng diéu tri

Xem xét ngimg diéu trj déi véi nhitng truong hop sau:

- Nhitng bénh nhan dwong tinh véi HBeAg khong bi xo gan, nén didu tri it nhat 6-12 thang sau khi
xac nhan giai doan chuyén dao huyét thanh HBe (mat HBeAg va ADN cua HBV khi phat hién
khang thé anti-HBe) hoic cho dén giai doan chuyén d6i huyét thanh HBs. Khuyén cdo thuong
xuyén danh gia lai sau khi ngimg diéu trj dé phat hién su tai phat virus.

- Nhimg bénh nhén am tinh véi HBeAg khong bi xo gan, nén didu trj it nhit cho dén giai doan
chuyén doi huyét thanh HBs. Vi viée didu tri kéo dai hon 2 nam, nén dénh gid lai thuong xuyén
dé xac nhén rang viée tiép tuc diéu tri 1a phu hop v6i bénh nhan.

Quén liéu '

- Néu bo 1o mdt lidu it hon 18 gio ké tir thi diém thuong ding thudc trong ngay, bénh nhin nén
dung tenofovir alafenamid cang sém cang tét va sau d6 tiép tuc udng thube nhu binh thuong. Néu
di hon 18 gioy ké tir thoi diém thuong dimg thudc trong ngay, bénh nhan khong nén ubng bu lidu
dd quén va nén tiép tyc lich trinh udng thudc binh thuong.



Ngwéi cao tudi

Khéng can diéu chinh liéu tenofovir alafenamid & bénh nhan tir 65 tudi tror 1én.
Suy thin

- Khong can diéu chinh lidu tenofovir alafenamid & ngudi 16m hodic thanh thiéu nién (it nhét 12 tudi
va ¢6 trong luong co thé it nhat 35 kg) v6i do thanh thai creatinin (CrCl1) > 15 mL / phit hodc &
b¢nh nhén ¢6 CrCl <15 mL / phut chay thin nhén tao.

- Vao nhimg ngay chay thin nhan tao, tenofovir alafenamid nén duge ding sau khi hoan thanh liu
trinh chay thén nhén tao.

- Khong ¢6 liéu khuyén nghi cho bénh nhan ¢6 CrCl <15 mL / phut khong chay than nhén tao.

Suy gan
Khéng can diéu chinh liéu tenofovir alafenamid & bénh nhén suy gan.
Tré em

Su an toan va hiéu qua cua tenofovir alafenamid ¢ tré em dudi 12 tudi, hodc ning <35 kg, van chua
dugce nghién ciu. Khong ¢6 dit liéu c¢é sin.

Cich dung:

Dung dudng udng. Vién nén bao phim tenofovir alafenamid nén duge ubng cung véi thire in.
CHONG CHI DINH:

Quéa mén cam véi hoat chét hodc véi bit ky ta duoe nao cta thube.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

LAy nhiém HBV

Tenofovir alafenamid khéng ngén ngira nguy co ldy nhiém HBV cho ngudi khéc thong qua quan hé
tinh duc hoéc qua dudng mau. Céc bién phap phong ngira thich hop phai duoc sir dung.

Bénh nhén bj bénh gan mat bu

Khong c6 dit ligu vé su an toan va hi¢u qua cua tenofovir alafenamid ¢ nhitng bénh nhan nhiém HBV
bi bénh gan mat bi va ¢6 diém sbé Child Pugh Turcotte (CPT) > 9 (16p C). Nhitng b¢nh nhan nay c6
thé c6 nguy co cao gap phai cac phan tmg bat lgi nghiém trong vé gan hodc than. Do d6, can theo dai
chat ch& cac thong so ve gan va thén trong qud trinh ding thude & nhitng bénh nhén nay.

Viém gan ning

Pot viem gan cd}) tinh

Céc dot vién gan cip tinh trong viém gan B man tinh la tuong d6i phé bién va dugc dic trung boi sy
gia tang thoang qua nong do alanine aminotransferase (ALT) trong huyét thanh. Sau khi biit diu dleu
tri bang thubc khang virus, ALT huyét thanh c6 thé ting & mot s6 bénh nhéan. O nhitg bénh nhan méc
bénh gan con b, su gia ting ALT huyét thanh nay thuong khong di kém vai sy gia ting nong do
bilirubin trong huyét thanh hodc tinh trang mat bu gan. Bénh nhan xo gan c6 thé ¢ nguy co mat b
gan cao hon sau khi bi viém gan niing, va do dé nén dugc theo dai chit ché trong qua trinh diéu tri.
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dicu tri

. cép tinh da duge bao cao & nhirng bénh nhan da ngirng diéu tri viém gan B, thuong
liengudh #Ea#féc tang nong do ADN virus HBV trong huyét tuong. Phan 1én céc trudmg hop c6 thé
kiém soat dugc tuy nhién tinh trang nghiém trong, bao gbm ca tir vong, c6 thé xay ra sau khi nging
dicu tri viém gan B. Chtc ning gan nén dugc theo doi dinh ky trén ca 1am sang va xét nghi¢m trong it
nhat 6 thang sau khi ngimg thuoc dicu trj viém gan B. Trong trudmg hop cin thiét ¢6 thé didu tri lai
viém gan B.

0 nhitng bénh nhan méc bénh gan tiéq trién hoic xo gan, khong khuyén céo ngimg diéu trj vi tinh
trang viém gan sau dicu trj co thé dan deén mat bu gan. Viém gan cép tinh déc bi¢t nghiém trong va doi
khi gdy tir vong & bénh nhan mac bénh gan mét bu.

Suy than

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

Vige sur dung tenofovir alafenamid ngay mot 1an & nhitng bénh nhan c6 CrCl nim trong khoang (= 15
mL / phtt ;: <30 mL / phut) va & nhitng bénh nhan ¢6 CrCl <15 mL / phut dang chay thin nhén tao dya
trén dir liéu duge dong hoc rat han ché va dua trén su m6 hinh héa va mé phong. Khong ¢ dir 1iéu an
toan vé viéc sir dung Tenofovir alafenamid dé diéu trj cho bénh nhéan nhidm HBV véi CrCl <30 ml, /
phut.

Viée str dung tenofovir alafenamid khéng duoc khuyén cdo & nhing bénh nhan c¢6 CrCl <15 mL / phut
khong dugc chay than nhin tao

Nhiém dgec thin

C6 thé loai trir nguy co nhidm ddc than do tiép xdc 1au dai véi tenofovir nong d¢ thdp do sir dung
tenofovir alafenamide.

Bénh nhén nhiém déng thoi HBV va virus viém gan C hoac D

Khéng ¢ dit li¢u vé tinh an toan va hiéu qua cta Tenofovir alafenamid & nhimg bénh nhan dong nhiém
virus viém gan C hodc D. Can tuan thi huéng din phdi hop didu trj viem gan C.

Bénh nhan nhiém dong th¥i viém gan B va HIV

Xét nghiém khéang thé HIV nén duoc tién hanh cho tat ca cac bénh nhan nhiém HBV ¢6 tinh trang
nhiém HIV-1 trude khi bit déu diéu tri bang Tenofovir alafenamid. (3 nhitng bénh nhan dong nhiém
HBV va HIV, Tenofovir alafenamid nén duoc ding ciung véi cac thube khéng retrovirus khac dé dam
bao bénh nhan ¢6 mot lidu trinh thich hp cho diéu tri HIV.

Phéi hop véi cac thude khic

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

Phéi hop Tenofovir alafenamid véi mdt s6 thube chéng co gidt (vi du carbamazepin, oxcarbazepin,
phenobarbital va phenytoin), thudc khéang mycobacteria (vi dy rifampicin, rifabutin va rifapentin) hoac
St.John’s Wort, c4c loai thudc nay déu lam giam nong do P-glycoprotein (P-gp) va do d6 c6 thé lam
giam ndng do tenofovir alafenamid, khong khuyén cdo sir dung chung céc loai thube nay voi tenofovir
alafenamid.

Phéi hop Tenofovir alafenamid véi cac chat trc ché manh P-gp (vi du: itraconazol va ketoconazol) ¢6
thé lam tang nong d¢ huyét twong cua tenofovir alafenamid. Do vy khéng khuyén céo sir dung dong
thoi céc loai thuoe nay véi tenofovir alafenamid.



Khéng c6 hodc ¢é dit liéu rit han ché (it hon 300 trudng hop mang thai) tir viée sir dung tenofovir
alafenamid & phu nir mang thai. Tuy nhién, mot lugng Iém dix liéu (hon 1.000 bénh nhan mang thai st
dung) cho thay khong cé déc tinh gay dj tat bao thai cling nhu tré so sinh lién quan dén viéc str dung
tenofovir disoproxil.

Cac nghién ctru trén dong vét khong chi ra tac dong 6 hai tric tiép hodic gian tiép lién quan dén doc
tinh sinh san.

Viéc str dung tenofovir alafenamid c6 thé duge xem xét trong thai ky néu cin thiét

Cho con ba

Khéng 15 li¢u tenofovir alafenamid c6 duge bai tiét vao trong stra me¢ khong. Tuy nhién, c4c nghién
ctru trén dong vit da chi ra rang tenofovir dugce bai tiét vao sira. Khong cé di thong tin vé tac dung cia
tenofovir ¢ tré so sinh / tré nhd.

Khong thé loai trir nguy co cho tré so sinh / tré nho ba sita mg, do d6, tenofovir alafenamid khong nén
duoc sir dung trong thoi ky cho con bu.

Kha ning sinh sian

Khong c6 dir liéu trén nguoi vé tac dung cta tenofovir alafenamid dbi véi kha néng sinh san. Céc
nghién clru trén dong vét khong cho thay tac dung ¢6 hai ciia tenofovir alafenamid déi véi kha ning
sinh san.

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

Tenofovir alafenamid khéng cé hodc ¢6 anh hudng khéng dang ké dén kha ndng lai xe va van hanh
may moc. Tuy nhién, bénh nhén nén duogc canh bao vé nguy co chong mit da duge bao cdo khi diéu
tri bang tenofovir alafenamid.

TUONG TAC, TUONG KY:
Nghién ciru tuong tac thude chi duge thue hién & ngudi trudng thanh.

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

Cdc thudc ¢ thé anh huecng dén tenofovir alafenamid

Tenofovir alafenamid dugc vén chuyén boi P-gp va protein khang ung thu va (BCRP). C4c thude gay
cam tmg P-gp (vi du rifampicin, rifabutin, carbamazepin, phenobarbital hodc St. John's wort) s€ lam
giam ndng dd tenofovir alafenamid huyét trong, ¢6 thé dan dén mét tac dung diéu tri cta tenofovir
alafenamid. Khong nén ding dong thoi céc thude nay véi Tenofovir alafenamid.

Phdi hop tenofovir alafenamid véi céc thude e ché P-gp va BCRP ¢6 thé lam ting ndng d6 tenofovir
alafenamid huyet tuong. Khong nén dung dong thoi cac thude tre ché manh P-gp véi tenofovir
alafenamid.

Tenofovir alafenamid la co ghét cua OATPIBI va OATP1B3 trén in vitro. Su phan bd tenofovir
alafenamid trong co thé c6 thé bi anh huéng boi hoat dong ciia OATPIB1 va / hoac OATP1B3.

Anh huone ciia tenofovir alafenamid dén cdc thuéc khdc
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d khéng phai la chét Gc ché CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19
in vitro va cuing khong phai la chat rc ché hay cam g CYP3A trén in vivo.

atafenamid khong phai la chit tre ché uridine diphosphate glucuronosyltransferase (UGT)
1Al trén in vitro. Khong rd tenofovir alafenamid c6 phai la chét irc ché céc enzyme UGT khac hay
khong.

Thong tin twong téc thude dbi véi Tenofovir alafenamid véi céc thude cb kha niing phdi hop cao duoc
tom tat trong Bang I dudi day (mitc tang duge bidu thi béng biéu twong 1, giam |, khong thay déi <o,
hai lan mdi ngay “b.i.d”, liéu don “s.d”, mdt 1an mdi ngay “g.d”, va tiém tinh mach “IV”). C4c tuong
tac thude duoe mé ta dya trén cdc nghién ciru duge thuc hién voi tenofovir alafenamid, hoic 1a céac

trong tdc thude tiém tang co thé xay ra voi Tenofovir alafenamid.

Bang 1. Twong tic giiva tenofovir alafenamid va cdc thudc khdc

 Thuéc phan chia theo nhom
tri liéu

Anh huong dén ndng dp
thude?
Ty I¢ trung binh (khoing tin

cdy 90%) cho AUC, Cmax,
Cmin

Khuyén cdo khi dung chung
voi tenofovir alafenamid

Thube chéng co git

Carbamazepin

(300 mg dung dwong ubng,
b.i.d.)

Tenofovir alafenamid®

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

Tenofovir alafenamid

} Cmax 0.43 (0.36, 0.51)

| AUC 0.45 (0.40, 0.51)
Tenofovir

1 Cimax 0.70 (0.65, 0.74)
— AUC 0.77 (0.74, 0.81)

Khong khuyén cdo dung chung

Oxcarbazepin
Phenobarbital

Tuong tac khong duge nghién
ctru.

Duwe dodn:

| Tenofovir alafenamid

Khéng khuyén cdo ding chung

Phenytoin

Tuong tac khong duge nghién
ciru.

Du doan:

} Tenofovir alafenamid

Khéng khuyén cdo ding chung

Midazolam?

(2.5 mg dung duomg udng, s.d.)
Tenofovir alatenamid®

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

Midazolam
< Cnax 1.02 (0.92, 1.13)
« AUC 1.13 (1.04, 1.23)

Midazolam®
(1mglV,s.d)

Midazolam

Khong can chinh lidu )
midazolam (ding duong uong
hodc tiém tinh mach)
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g ubng, q.d.)

 Cmax 0.99 (0.89, 1.11)
 AUC 1.08 (1.04, 1.14)

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

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

Tenofovir alafenamid

> Cmax 1.00 (0.86, 1.16)
<~ AUC 0.96 (0.89, 1.03)
Tenofovir

< Cmax 1.10 (1.00, 1.21)

<> AUC 1.02 (1.00, 1.04)
< Cnin 1.01 (0.99, 1.03)

Sertralin

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

(10 mg dung duong udng, g.d.)

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

Khéng can chinh liéu tenofovir
alafenamid hoic sertralin

Thubc chéng nim

Itraconazol
Ketoconazol

Tuong tac khong dugce nghién
ctru,

Du dodn:

T Tenofovir alafenamid

Khéng khuyén co dung chung

Thuée khang mycobacteria

Eg:;i:;;n Z‘::uong tac khong dugce nghién | Khong khuyén céo dung chung
Du doan:
| Tenofovir alafenamid

. Rifabutin Twong téc khéng dugc nghién | Khéng khuyén cdo dung chung

ciru.
Dur dodn:
| Tenofovir alafenamid

Thuée chéng virus HCV

Sofosbuvir (400 mg dung Khong cdn chinh lidu tenofovir

duong uong, q.d.)

Tuong tac khong dugce nghién
cuu.

D dodn:

> Sofosbuvir

< (S-331007

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

Ledipasvir

< Cmax 1.01 (0.97, 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-3310078

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

Tenofovir alafenamid

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

T Cmax 1.62 (1.56, 1.68)

1T AUC 1.75 (1.69, 1.81)

T Cmin 1.85 (1.78, 1.92)

Khéng cin chinh lidu tenofovir
alafenamid hodc
ledipasvir/sofosbuvir

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

Tuong tac khong duge nghién
cuu.

Duw dodn:

<> Sofosbuvir
« (GS-331007
<> Velpatasvir

T Tenofovir alatenamid

Khéng can chinh lidu tenofovir
alafenamid hoac
sofosbuvir/velpatasvir

Sofosbuvir/velpatasvir/
voxilaprevir (400 mg/100 mg/
100 mg + 100 mg' ding duémg
ubng, q.d.)

Tenofovir alafenamid"

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

Sofosbuvir

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

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

Velpatasvir

Khéng cén chinh lidu tenofovir
alafenamid hodc
sofosbuvir/velpatasvir/
voxilaprevir
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<> Cmax 1.05 (0.96, 1.16)
< AUC 1.01 (0.94, 1.07)
<> Cmin 1.01 (0.95, 1.09)

Voxilaprevir

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

Tenofovir alafenamid

T Cmax 1.32 (1,17, 1.48)

T AUC 1.52(1.43, 1.61)

Thube chéng virus HIV — Chét i ché protease

Atazanavir/cobicistat

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

Tenofovir alafenamid®

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

Tenofovir alafenamid

T Cmax 1.80 (1.48, 2.18)
T AUC 1.75 (1.55, 1.98)
Tenofovir

T Cmax 3.16 (3.00, 3.33)

1 AUC 3.47 (3.29, 3.67)
1 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 0.96 (0.92, 1.00)
<~ AUC 1.05 (1.00, 1.09)
T Cmin 1.35 (1.21, 1.51)

Khong khuyén cdo dung chung

Atazanavir/ritonavir

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

Tenofovir alafenamid®

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

Tenofovir alafenamid

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

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

Atazanavir

Khong khuyén cao ding chung




« AUC 0.99 (0.96, 1.01)
& Cuin 1.00 (0.96, 1.04)

Darunavir/cobicistat

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

Tenofovir alafenamid®

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

Tenofovir alafenamid

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

T Cmax 3.16 (3.00, 3.33)

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

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

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

Khéng khuyén céo dung chung

Darunavir/ritonavir

(800 mg/100 mg ding dudong
ubng, g.d.)

Tenofovir alafenamid®

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

Tenofovir alafenamid

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

T Ciax 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)
< Cmin 1.13 (0.95, 1.34)

Khéng khuyén cdo ding chung

Lopinavir/ritonavir

(800 mg/200 mg ding dudng
uong, q.d.)

Tenofovir alafenamid®

(10 mg ding duong ubng, s.d.)

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

Tenofovir

Khong khuyén cdo dung chung




T Cmax 3.75 (3.19, 4.39)

T 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)

Tipranavir/ritonavir

Tuong tac khong duge nghién
clru.

D doan:

| Tenofovir alafenamid

Khéng khuyén cdo dung chung

Thudc chdng virus HIV — Chét irc ché integrase

Dolutegravir

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

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

Tenofovir alafenamid

T Cmax 1.24 (0.88, 1.74)
T AUC 1.19 (0.96, 1.48)
Tenofovir

<> Cmax 1.10 (0.96, 1.25)
T 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)

Khong cén chinh lidu tenofovir
alafenamid hodc dolutegravir

Raltegravir

Tuong tac khong duge nghién
cuu.

Du dodn:
< Tenofovir alafenamid

+ Raltegravir

Khéng cén chinh lidu tenofovir
alafenamid hodc raltegravir

Thude chéng virus HIV — Chét irc ché enzym sao chép ngwoc khong phai nucleotide

Efavirenz

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

Tenofovir alafenamid"

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

Tenofovir alafenamid

1 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)

Khéng can chinh lidu tenofovir
alafenamid hodc efavirenz
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<> Cnmin 0.82 (0.75, 0.89)
Du dodn:

< Efavirenz

Nevirapin Tuong tac khong duge nghién | Khong can chinh lidu tenofovir
cuu. alafenamid hodc nevirapin
D doan:
« Tenofovir alafenamid
« Nevirapin
Rilpivirin

(25 mg dung dudng ubng, q.d.)
Tenofovir alafenamid
(25 mg dung duong udng, q.d.)

Tenofovir alafenamid

< Cmax 1.01 (0.84, 1.22)

< AUC 1.01 (0.94, 1.09)
Tenofovir

> Cmax 1.13 (1.02, 1.23)
« AUC 1.11 (1.07, 1.14)
> Cmin 1.18 (1.13, 1.23)

Rilpivirin

< Cmax 0.93 (0.87, 0.99)

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

Khong can chinh lidu tenofovir
alafenamid ho#c rilpivirin

Thuéc chéng virus HIV — Chit déi khing thu thé CCRS

Maraviroc

Tuong tac khéng duge nghién
ciru.

Duw dodn:
< Tenofovir alafenamid

< Maraviroc

Khoéng can chinh liéu tenofovir
alafenamid hodc maraviroc

Thye phim b sung BVSK

St. John's wort (Hypericum
perforatum)

Tuong tac khong duge nghién
curu.

D dodn:

| Tenofovir alafenamid

Khéng khuyén céo dung chung

Thudc tranh thai dwong ubng
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Norelgestromin Khéng cén chinh lidu tenofovir
> Cmax 1.17 (1.07, 1.26) alafenamid hodc

norgestimat/ethinylestradiol
«— AUC 1.12 (1.07, 1.17)
Sy < Cmin 1.16 (1.08, 1.24)
Tenofovir alafenamid® Norgestrel
(25 mg dung dudng udng, q.d.) | > Cruax 1.10 (1.02, 1.18)
«~ AUC 1.09 (1.01, 1.18)
< Cnin 1.11 (1.03, 1.20)
FEthinylestradiol
> Cmax 1.22 (1.15, 1.29)
< AUC 1.11 (1.07, 1.16)
> Cmin 1.02 (0.93, 1.12)

8Tt ca chc nghién ciru tuong tac dugce thue hién ¢ nhitng tinh nguyén vién khde manh.

b Tt ca céc giGi han khong ¢6 higu luc 14 tir 70% -143%.

¢ Nghién ctru duge thyc hién véi vién nén két hop lidu ¢6 dinh emtricitabin / tenofovir alafenamid.
4 Mét co chét nhay cam CYP3A4.

¢ Nghién ctru dugce thye hién vai vién nén két hop lidu ¢d dinh elvitegravir / cobicistat / emtricitabin /
tenofovir alafenamid.

" Nghién ctru duge thyc hién voi vién nén két hop lidu ¢é dinh emtricitabin / rilpivirine / tenofovir
alafenamid.

& Céc chat chuyén hoéa nucleoside chi yéu cta sofosbuvir.
" Nghién ciru duge thye hién v6i tenofovir alafenamid 40 mg va emtricitabin 200 mg.

" Nghién ctru dwoc tién hanh bo sung v6i voxilaprevir 100 mg dé dat duoc nong do didu tri mong mudn
voxilaprevir & bénh nhin nhiém HCV.

TAC DUNG KHONG MONG MUON (ADR)

Tén sut ciia céc tic dung khéng mong muén duge phén loai theo cac mite sau:
Rét phé bién (> 1/10)

Phé bién (> 1/100 dén <1/10)

Khong phé bién (> 1/1000 dén <1/100)

Bang 2: Cdc tic dung ngogi y dwpc bdo cio khi diing teofovir alafenamid

H¢ co quan

Tdc dung ngoai y I Tin suit

Heé than kinh

Dau diu l Rat phd bién
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N | Phé bién
. ons//
i aﬁ%n mira, budn non, dau bung, truéng bung, day hoi l Phé bién
I\{Mé gan mat
Ting ALT | Phé bién
Bénh vé da va mo dudi da
Phat ban, ngira Phd bién
Phit mach!, ni mé day' Khéng phé bién
Réi loan co xuong va mo lién két
Pau khop | Phé bién
R&i loan chung
Mét moi | Pho bién

! Phan tmg bt loi dugc xéc dinh thong qua gidm sat sau khi lvu hanh déi véi cac san pham ¢6 chira
tenofovir alafenamid

Théng bdo cho bic si biét cdc tic dung khong mong mudn gip phii trong qud trinh diéu tri.

QUA LIEU VA CACH XU TRi:

Trong truong hop qua liéu, bénh nhan cin duoc theo déi céc tri¢u chung doc tinh.

Didu tri

Diéu trj qua lidu tenofovir alafenamid bao gbm cac bién phép hd trg chung bao gdm theo dai cac ddu
hiéu sinh ton ciing nhu quan sat tinh trang 1dm sang ctia bénh nhan. Tenofovir dugc loai bo hi¢u qua
bang tham tach mau véi hé s6 chiét xuat khoang 54%. Khéng rd liéu tenofovir cé thé dugc loai bo
hoan toan bang thim tach phiic mac hay khéng.

PAC TINH DUQC LUC HOC:

Ma ATC: JO5AF13

Nhém duoc Iy: Thude khang virus sir dung toan thén, thube e ché men sao chép ngugc nucleosid va
nucleotid.

Co ché tic dfng

Tenofovir alafenamid 1a mét tién chét phosphonamidat cua tenofovir (twong tu 2'-deoxyadenosin
monophosphat). Tenofovir alafenamid x4m nhép vao té bao gan nguyén phat qua con duong khuéch
tdn thu dong va qua cac kénh vén chuyén OATP1B1 va OATPIB3 & gan. Tenofovir alafenamid chua
véu thity phan tao thanh tenofovir bai carboxylesterase-1 trong t& bao gan nguyén phat. Tenofovir ndi
bao sau do dugc phosphoryl héa thanh chét chuyén héa hoat dong tenofovir diphosphat. Tenofovir
diphosphat tre ché sy sao chép HBV thong qua viéc két hop véi ADN virus béng enzym sao chép
nguoc HBV, dan dén sy chdm dit chudi ADN.

Tenofovir c6 tinh déc hi¢u v6i virus viém gan B va virus gdy suy giam mién dich & ngudi (HIV-1 va
HIV-2). Tenofovir diphosphat 14 chit trc ché yéu ADN polymerase ctia ddng vét c¢6 vii bao gdbm ADN
polymerase y & ty thé va khong c6 bang chimg vé déc tinh trén in-vitro ddi voi ty thé dua trén mot sb
xét nghiém bao gdm phén tich ADN ty thé.

Hoat tinh chéng virus
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Khang virus cua tenofovir alafenamid dugc danh gia trong céc té bao HepG2 dua trén nhém
4p 1dm sang HBV dai di¢n cho kiéu gen A-H. Cic gid tri EC50 (ndng do c6 hiéu qua trén
Yaihe) doi vi tenofovir alafenamid dao dong tir 34,7 dén 134.4 nM, EC50 trung binh téng thé

/1. CC50 (nong do gy doc t€ bao trén 50% quan thé) trong cac t€ bao HepG2 1a> 44400 nM.

O nhirng bénh nhan st dung tenofovir alafenamid, phén tich trinh tw da dugc thye hién trén cic chung
HBV co ban duge ghép doi va diéu tri cho nhitng bénh nhan da co sw tang dot bién ndng do virus (2
1an kham lién tiép v6i ndng do ADN HBV > 69 IU / mL sau khi da o6 mire néng d6 ADN HBV <69
U/ mL, hoéic ¢6 mirc ting nong d6 ADN HBV khoang 1.0 logio hoiic hon ké tir diém day) hoac bénh
nhan cé nén do ADN HBV > 69 TU / mL & Tuin 48, hoic Tuan 96 hodc khi ngimg thube sém vao
hodc sau Tuén 24.

Trong mét phan tich té‘ng hop céc bénh nhén sir dung tenofovir alafenamid trong Nghién cieu 108 va
Nghién’ cueu 110 tai Tuan 48 (N = 20) va Tuan 96 (N = 72), khong co sur thay d6i acid amin nao lién
quan dén khang véi tenofovir alafenamid duge xac dinh & cac chung nay (phan tich kiéu gen va kiéu
hinh).

O nhimg bénh nhéan di e ché virus bang tenofovir disoproxil trude do, sir dung tenofovir alafenamid
trong nghién cieu 4018, khong c6 bénh nhan nao cé mire ting dot bién ndng dé virus (Néng do ADN
HBV > 69 IU / mL) hodc nhiém virus kéo dai trong khi diéu tri, va/243 (0 %) bénh nhan du didu kién
phén tich khéng thuéc trong 48 tuan didu tri bang tenofovir alafenamid.

Khing chéo

Hoat tinh khang virus cua tenofovir alafenamid duge danh gia dya trén nhém cac chung phan lap ¢
chira dot bién trc ché men sao chép nguoc nucleos (1) ide trong cac té bao HepG2. Céc ching HBV
phén 14p c6 bieu hi¢n thay thé cac rtV173L, rtL180M va rtM204V/1 lién quan dén khéng véi lamivudin
vén mén cam véi tenofovir alafenamid (thay déi < 2 1an trong EC50). Cac chung HBV phén l4p biéu
hi¢n thay thé cac rtL.180M, rtM204V cong vai rtT184G, rtS202G hodc rtM250V lién quan dén khang
véi entecavir van nhay cam véi tenofovir alafenamid. Cac chiing HBV phén lap biéu hién thay thé don
rtAI81T, rtA181V hodc rtN236T lién quan dén khang véi adefovir van min cam véi tenofovir
alafenamid. Tuy nhién, ching HBV phan lap biéu hién rtA181V cdng vai rtN236T cho thiy co su
giam tinh nhay cam véi tenofovir alafenamid (thay dbi 3,7 lan trong EC50). Nhimg dir li¢u lam sang
lién quan t6i nhimg dot bién nay khong duoc biét dén.

PAC TINH DUQC PONG HOC:;
Hip thu

Sau khi udng tenofovir alafenamid lac déi & bénh nhin treong thanh bi viém gan B mén tinh, nong do
dinh trong huyét tuong ciia tenofovir alafenamid dugc quan sét thdy sau khoang 0,48 gio. Dua trén
phan tich duge dong hoc quan thé phase 111 & nhitng d6i tuong bi viém gan B mén tinh, AUC 0-24 &
trang thai on dinh trung binh di vai tenofovir alafenamid (N = 698) va tenofovir (N = 856) tuong timg
120,22 pg*h/mL va 0,32 pg*h/mL. Cmax & trang thai 6n dinh déi véi tenofovir alafenamid va tenofovir
tuong tmg 12 0,18 va 0,02 pg/mL. Sir dung mét lidu tenofovir alafenamid duy nhét cing bita an nhidu
chét béo lam ting 65% ndng do tenofovir alafenamid.

Phan bo
Tenofovir alafenamid lién két v&i protein huyé::t khoang 80%. Lién két cia tenofovir véi protein huyét
tuong la dudi 0,7% va khong phy thude vao néng do trong khoang 0,01-25 pug/mL.

Chuyén héa
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uong thai trir chu yéu cua tenofovir alafenamid & ngudi, chiém> 80% lidu ubng.
itro cho thiy tenofovir alafenamid duge chuyén hoa thanh tenofovir (chét chuyén
oxylesterase-1 trong té bao gan; va bing cathepsin A trong té bao don nhin mau
} a dai thyc bao. Trén in vivo, tenofovir alafenamid duoc thiy phén trong té bao dé
tao thanh tenofovir (cht chuyén héa chinh) va duge phosphoryl héa thanh chat chuyén hoéa c6 hoat
tinh, tenofovir diphosphat.

Trén in vitro, tenofovir alafenamid khéng dugc chuyéq héa béi CYP1A2, CYP2C8, CYP2C9,
CYP2C19 hodc CYP2D6 va duge chuyén hoa mot luong rat nho bai CYP3AA4.

Thai triv

Tenofovir alafenamid thai trir nguyén ven qua thin mét lugng nhé véi <1% lidu ding duge tim thay
trong nudce tieu. Tenofovir alafenamid dugce thai trir chu yéu sau khi chuyén hoéa thanh tenofovir.
Tenofovir alafenamid va tenofovir ¢é thoi gian ban thai trong huyet twong trung binh 1an luot 13 0,51
va 32,37 gio. Tenofovir duge thai trir khoi co thé qua thédn bang ca qua trinh loc & cau than va bai tiét
tich cuc & dng than.

T. uyén tinh / khéng tuyén tinh

Néng d¢ cua tenofovir alafenamid ty 18 véi liéu lugng trong khoang liéu tir 8 dén 125 mg.

Dic tinh dwoe dong hoc & nhimg dbi twong dic bidt

Tudi, gidi tinh va dan toc

Khéng co su khéc biét c6 lién quan lam sang vé duge dong hoc theo tudi hodc dén toc di duogce xac
dinh. Sy khéc biét vé duge dong hoc theo giGi tinh khéng dugc coi la ¢6 lién quan vé mit 1dm sang.
Suy gan

O nhimng bénh nhan suy gan néng, tong ndng d tenofovir alafenamid va tenofovir trong huyét twong
thap hon nong d6 & nhimg bénh nhén ¢é chirc ning gan binh thuong. Khi duge higu chinh vé muc do

’

gin két véi protein huyét twong, ndng do tenofovir alafenamid tir do & nguoi suy gan niing va nguoi
¢6 chirc nang gan binh thudmg la twong tu nhau.

Suy thin

Khong c6 s khac biét quan sat thiy trén lam sang vé duge dong hoc ciia tenofovir alafenamid hosc
tenofovir gifta ngudi khoe manh va bénh nhan suy than nang (CrCl uéc tinh trong khoang tir 15 dén
30 mL/phit) trong céc nghién ciru vé tenofovir alafenamide.

Tré em

Dugc dong hoc cua tenofovir alafenamid va tenofovir da duge déqh gid & thanh thiéu nién nhidm HIV-
1 va chua tung diéu tri, su dung tenofovir alafenamid (10 mg) két hop véi elvitegravir, cobicistat va
emtricitabin dudi dang vién két hop liél{ co dinh (E / C/F / TAF; Genvoya). Khéng quan sét thay sy
khac biét co lién quan vé mt 1dm sang vé duge dong hoc ciia tenofovir alafenamid hodc tenofovir gitta
cac doi tugng nhiém HIV-1 & tudi vi thanh nién va nguoi 16n.

QUY CACH PONG GOI:

Hop 03 vi, 06 vi, 10 vi x 10 vién, kém t& huéng din sir dyung.

PIEU KIEN BAO QUAN:

Noi kho mét, nhiét do khong qua 30°C, tranh 4nh sang.
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Dia chi: Khu cong nghiép Qué Vo, xa Phuong Liéu, huyén Qué V&, Béc Ninh
Dién thoai: 0222.3617.888 Fax : 0222.3617.789
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