HEPBEST
(Vién nén Tenofovir Alafenamide 25 mg)
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Thude néy chi diing theo dom thude

THANH PHAN CONG THUC THUOC

Thénh phdn dge chdr:

MBi vién nén bao phim b chira: Tenofovir alafenamide fumarate trong dwong tenofovir
alafenamide 25 mg

Thénh phén td diege:

Lactose monohydrat, cellulose vi tinh thé, croscarmellose natri, magnesi stearat, opadry’ [1
white 85F 18422,

DANG BAO CHE

Vién nén bao phim
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CHI B|NH

Tenofovir alafenamide 25 mg duge chi dinh didu trj viém gan siéu vi B mgn tinh ¢ nguei lém va
thanh thidu nién (tir 12 tudi trd 1én c6 cin ndng it nhitt 35 kg).

CACH DUNG, LIEU DUNG

Bidu trj nén duge bit diu bir mt bic 51 ¢6 kinh nghiém trong vide diéu trj viém gan B man tinh.

Niguén lém vé thanh thidu nién (t 12 tui tro 1én c6 cin nfing it nhit 35 kg): mit vién mbi ngy.
Nagimmg diéu ri

Ngimg didu tri c6 thé duoe xem xét dudi ddy;
+ Trong nhimg bénh nhin ducmg tinh voi HBeAg khing co xo gan, diéu tri nén duge tién hinh
it ....E. 6-12 thing sau khi chuyén ddi két qua huyét thanh HBe (HbeAg va HBV DNA bién
mit v sur phit hign khang - HBe) duge xic nhin hojic cho dén khi sw chuyén ddi két qua
huyét thanh HBs hoic cho dén khi mét higu qua. Khuyén cdo dinh gid lai thudmg xuyén sau
khi ngimg difu tr} 88 phdt hidn lai sy thi phit vé virus.

Trung nhimg bénh nhin &m tinh véi HBeAg khong c6 xo gan, ditu trj nén durge tidn hanh it
nhiit cho dén khi sy chuyén ddi két qui huyét thanh HBs hodc cho 3“ khi ¢ déu higu mit
hidu qua. Véi didu trj kéo dai hon 2 niim, khuyén cdo dénh gid lai thuémg xuyén dé xdc nhin
ring tiép tuc lya chon ligu phip vin con thich hop cho bénh nhin.

Quén lidu

Néu quén lidu va it hon 18 git i qua ké tir théri diém ding thube thong thutmg, bénh nhin
nén dimg tenofovir alafenamide sém nhdt c thé va sau 46 tiép tuc lai diing liéu nhir ké hoach
binh thutmg, Néu qué 18 gitr tréi qua ké tix khi diing thude, bénh nhin khang nén sir dung lidu
48 quén v chi cdn don gidn ndi lai lich trinh dimg binh thirmg.

Néu bénh nhin nén mika trong vong 1 gidrsau khi sit dung tenofovir alafenamide, bénh nhin nén
ding mdt vién thudec khac. Néu bénh nhin non mira sau | gitr sir dung tenofovir alafenamide,
bénh nhin khéng cin phai uéng thém mit vién thudc nira.

Din 56 dic biét

Ngwdi cao di

Khiing diéu chinh liéu cda tenofovir alafenamide duge yéu cu trong cde bénh nhin tir 65 tudi
i lén.

Suy thin

Khong yéu chu'didu chinhi lidu tenofovir alafenamide trong bénh nhin nguin Ién hojc thanh
thidi nién (12 tudi trés 1én vi clin nfing it nhit 35 kg) vdi d) thanh thai creatinine wéc tinh (CrCl)
> 15 mL/phitt hofic trong cdc bénh nhdn ¢ CrCl < 15 mL/phit ma dang chay thin nhin tao.
Vio nhimg ngay chay thin nhin tao, tenofovir alafenamide nén duge ding sau khi hoan tht
chyy thin nhin tyo.

Khéng cd khuyén cdo vé liéu lugmg a8 véi nhimg bénh nhan ¢6 CrCl <15 mL/phit mi khéng
dugre chay thin nhin tpo.

Suy gan

Khéng diéu chinh lidu cua tenofovir alafenamide duge yéu ciu & bénh nhin suy gan.

Tré em

Syran todn v hiéu qud cia tenofovir alafenamide & tré em dudi 12 tdi, hodc cin niing < 35 kg,
hura durge thiét 1ip. Khang c6 dir ligu sin co.

Cich ding

Diing dwimg udng. Vién nén bao phim tenofovir alafenamide nén duge sir dyng véi thirc in,

CHONG CHI PINH

Qué miin véi bt ky thinh phiin néo cia thude.

CANH BAO VA THAN TRONG KHI DUNG THUOC | =

Bénh nhin phii dupe thong bdo ring vién nén tenofovir alafenamide khong ngin ngira dugc
co lay truyéu HBY sang nguiri khic thong qua quan hé tinh duc hode duimg mdu, Phai

Khing cd dit liéu an todn va higu qua cla vién nén tenofovir alafenamide & nhimg bénh nhin

nhiém HBV 6 bénh gan mit bi va c6 diém sé Child Pugh Turcotte (CPT)> 9 (nghia la clp

C). Nhimg bénh nhén nay cé co cao b the dung khing mong mudn nghiém trong 1én gan

vii thin. Vi vily, céc thong s vé gan miit vit thin nén dirgre theo dai chit ch trong nhém bénh

nhiin nay.

Su trém trong hon ciia viém gan

Bitng phdt trong dicu tri

Sy gin tiing oy phiit trong viém gan B man tinh 1 tuong ddi phé bién vi duge diic tnmg béi sy

gia ting thodng qua alanine aminotransferase (ALT) trong huyét thanh. Sau khi bt diu diéu

trj biing thubc khéng virus, ALT huyét thanh ¢6 thé tang trong mdt vai bénh nhin, Trong céc
énh nhéin c6 bénh gan con bu, sy gia tmm.nuyé« thanh ndi chung khong di kém véi ting

nong 45 bilirubin huyét thanh hioc sit mit bit gen. Céc bénh nhén xo gan 6 nguy co cao hon

su mit bil gan sau khi viém gan trim trong hom, vi vi vy nén duge theo ddi chit che trong

qué trinh dicu trj,

Bimg pheit sau khi ngimg diéu tr

Dot kich phit cdp ciia vi!mgandzduqcbéacéoﬂcécbénhn}ﬂndﬂngﬁngdiéuni viém gan B,

thirémg lién quan dén sy ting ndng dj HBV DNA trong huyét twong. Phin 16n cdc truomg hop

14 r giéri han bén thin ninmg kich phit nghitrong,baugdmcélﬂvong,mméxﬁymsaukhi

ngimg diéu rj viém gan B. Chirc ning gan phai duge theo doi trong khodng thivi gian lip Ly véi

cil lim sing v xét nghigm trong it nhit 6 thang sau khi ngumg dicu tri viém gan B. Néu thich

herp, vige tiep tye diéu trj viém gan B ¢ the duge bio ddm.

Trong céc bénh nhin bi bénh gan tidn trién hofic xo gan, ngumg diéu trj khong duge khuyén cdo

vi sau dot didu tri kich phit cia viém gan cé thé din dén sif mat bi cia gan. Sy bing phét cia

gan dic biét nghiém trong, va d6i khi gy tr vong & bénh nhan bj bénh gan mit bii,

Suy thin

Bénh nhdn vai di thanh thai creatinine < 30 mil/phit,

Viéc sir dyng vién nén tenofovir alafenamide méi lin mit ngdy & bénh nhiin e6 CrCl = 15 mL/

phit nhung < 30 mL/phiit vi bénh nhin ¢6 CrCl < 15 mL/phit dang chay thin nhin tao duge

dira trén dif [i¢u duge dong hoc gidi han va trén mo hinh hda vi md phing. Khong cd do lidu

an todn trén viéc sit dyng vién nén tenofovir alafenamide dé dieu trj nhiém HBV ¢ bégnh nhin

¢6 CrCl < 30 mL/phit.

Sir dyng vién nén tenofovir alafenamide khong duge khuyén cdo & bénh nhin ¢é CrCl < 15 mL/

phiit ma khéng chay thin nhin tao.

Déc thin

Khbéng cb a2 liéu trén 2n toan vA hién qui cla vién nén tenofovir slafensmide trong bénh nhin
nhiém ddng thér véi viém gan virus C hodic D. Nén theo d5i hudmg diin sir dyng két hgp cho
didu tri viem gan C.

o o ahis thai HIV

Kiém tra khang thé HIV nén dugc dé nghi d
ngudi tinh trang nhifm HIV-1 chua duge bié At Y sy bk dibk
alafenamide. Trong nhimg bénh nhin bi nhiém d&ng thii HBV va HIV, vién nén tenofovir
alafenamide nén duge sir dung '_ i thiri v céie tic nhin khic khing retrovirus dé dim bao
rﬁngb&nhrhﬂnnlmdlmphﬂcdﬁmichhwpchudiéunim\{ .

Vién nén tenofovir alafenamide khing nén sir dung dong thér véi céc thube o6 chir tenofovir

1 id fovir disoproxil fi hodc adefovir dipivoxil.

Sir dung déng théi tenofovir alafenamide vai thude chdng co gidt (vi dy carbamazepine,
bazepine, phenobarbital vé phenytoin), thubc khing mycot fum (vi dy rifampicin,

rifabutin v rifapentine) hadc St. John's wort, tht ca ching 13 cic thube kich thich P-glycoprotein

(P-gp) vé c6 thé lam gidm nong 4§ tenofovir alafenamide trong huyét tuomg, 14 khong duge

khuyen céo.

Sir dyng déng thin tenofovir alafenamide voi chit (e ché manh P-gp (vi dy itraconazole vi

ketoconazole) c6 thé ting nbng 4§ tenofovir alafenamide. Sir dung déng théi khong duge

khuyén cio.

Khdng dung nap lactose

Tenofovir alafenamide co chim lactose monohydrate. Do d6, bénh nhdn ¢6 cic vin d& vé di
truyén hiém ‘gip nhir khong dung nap gilactose, thiéu hyt Lapp lactase, lisfie keém hilp thu
glucose-galactose khing nén ding san phim thudc niy.

SU'DUYNG THUOC CHO PHY NI' CO THAI VA CHO CON BU

Phu nit cé thai

Khéng cé dit liéu holic dif ligu gidi han (it hon 300 phy nit ¢o thai) tir vige sir dyng tenofovir
alafenamide & phy nf¥ c6 thai. Tuy nhién, mdt lugng In dir ligu trén phy ol ¢6 thai (Im hon
1000 phoi nhifm) cho thiy khing co bidu hién dj dang ciing nhu dde tinh & tré so sinh 6 lién
quan dén vige sir dung tenofovir disoproxil fumarate.

Céc nghién cin trén ddng vit khong chi ra nhimg tic déng c6 hai tryc tip hodie gifn tiép ddi
viri die tinh sinh san,

Viée sir dyng tenofovir alafenamide o6 thé duge xem xét trong qué trinh mang thai néu cin thiée,

FPhu nit dang cho con bi

Viin chua biet liéu tenofovir alafenamide duge bai tiét trong siia mg hay khéng. Tuy nhién,
trong céc nghién ciru & ddng vit cho thiy ring tenofovir duge b tiét vao trong sira mg. Khing
cd dity dii thing tin lén dnh hudmg cua tenofovir @ iré so sinh.

Nguy co lén mé dang bi me khing the duge loai trir; vi vy, tenofovir alafenamide khing nén
duge sir dung trong khi dang cho con bl "

Kt niing sinh sin

Khong cb'sin di¥ ligu trén nguii vé inh huémg cua tenofovir alafenamide 1én kha néng sinh

sdn. Cde nghién cire trén ddng vl khong chi ra anh hudmg c6 hai cda tenofovir alafenamide

1én kha niing sinh sdn.

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

Tenofovir alafenamide khéng dnh uémg hofic anh hutmg khong ding ké 16n kha ning I&i xe va

vanhénh miy mée. Bénh nhin nén duge thong béo ring chong mit di duge bio cio trong qué

trinh diéu trj voi tenofavir alafenamide,

TUONG TAC, TUONG KY CUA THUOC

Ciie nghién ciru tromg Kic chi dige thyre hién & nguwd 1om,

Vién nén tenofovir alafenamide khong nén sir dung d&ng théti véi e thube ¢6 chira tenofovir
lafe id fovir disoproxil f hofic adefovir dipivoxil.

1 auong den [Enaiovir alaienamigis

Tenofovir alafenamide duge vin chuyén béi P-gp v protein & khing ung thir vii (BCRP),
Cie thude kich thich P-gp (vi dy, rifampicin, rifabutin, carbamazepine, phenobarbital hodic St,
John's wort) dugre diyr kgsg gidm ndng 4§ cia tenofovir alafenamide trong huyét tuomg, nd co
thé din dén mit hi¢u qua didu trj cia tenofovir alafenamide. Khéng nén si dung diing thiri céc
thube ndy véi tenofovir alafenamide.

Sir dung dong thér tenofovir alafenamide vir chc thudc ire ché P-gp vahodc BCRP 6 thé ting
ning 4§ cia tenofovir alafenamide trong huyét tuomg. Sir dung déng thési cde chit e ché manh
P-gp viri tenofovir alafenamide khang duge khuyén céo.

Tenofovir alafenamide lh co chit cia OATPIB1 va OATP1B3 in vitro. Sy phéan b ciia tenofovir
alafenamide trong co thé ¢6 thé bj dnh huimg boi hoat ddng cua OATPIBI vivhofic OATPIB3,
Anh huémg ciia tenofovir alafenamide 18n cic thube khic

Tenofovir alafenamide khong phai li chit (rc ché CYP1A2, CYP2B6, CYP2CS, CYP2C9,
CYP2C19, hofic CYP2D6 in vitro, N6 khang phai 1a chét iic ché CYP3A in vivo.

Tenofovir alafenamide khing phai la chit irc ché uridine diphosphate gl \transf
(UGT) 1A1 & nguii in viro, Chua biét lidu tenofovir alafenamide c6 phai 1a chit tic ché cae
enzyme UGT khdc hay khong.

Théng tin tuemg tie thude cia tenofovir alafenamide véi cic thude tiém nang cé thé két Iwg:
durge tom it trong Bing | dudi diy (ting duge bidu thi 14 “17, gidm 14 “|”, khéng thay doi
la “e+"; hai lAn mdi nghy Ta “bid.”, don lidu 13 “s.d.”, mt lin m&i ngy Id “q.d."; va tiém
finh mach 1 “IV"). Cée tuong the thude duge md ta dya én cde nghién cin duge tién hinh
Ve tenofovir alafenamide, hode 1 nhifng wrong the thudé tiém dn cb thé X3y ma v tenofovir
alafenamide,

Biing 1: Twong tic giira tenofovir alafenamide va cic thude khic

alafen én cic thud

Anh hwimg Ién ning 4§
Sin phim thufc theo | thube.s> :‘:“f“ sy, 5 u ‘:
nhim diéu trj T§ 1§ trung binh (khoing tin A e i
ey 90%) cho AUC, Causy Cann
THUOC CHONG €O GIAT
e || Tobses, | St e
(300 mg udng, b.i.d) 3 S By gl ¢
1L AUC 0,45 (0,40, 0,51)
g .y . | Tenofavir
Comopoigalaferamide” | | 0,70 0,65,078)
i i —+ AUC 0,77 (0,74, 0,81)
Tuong tic khing dupc nghifn | Khing khiyén cio sir dung
Oxcarbazepine cir. dbng thivi.
Phenobarbital Dir kién:
1 Tenofovir alafenamide
Tuong tic khing duge nghién | Khong khuyén cdo sir dung
: ciru. ddng thiri.
Fhenytoin Dy kidn:
1 Tenofovir alafenamide
Midazolam® Khong difu chinh lidu
(2,5 mg udng, s.d.) = Com 1,02 (092, 1,13) midazolam (duge  ding
Tenofovir alafenamides R AR mmé ubng hojc IV) duge
(@5 mg udng, q.4) J3(1,04,1,23) yéu cau.
h“jdﬂzﬂ i
(1 mg [\i?l: d) Mddarolpms
ey : Coni 0,99 (0,89, 1,11)
Tenofovir alafenamides | !
(25 mg uéng,q.d.) M e o Y
THUOC CHONG TRAM CAM




Atazanavir/rilonayir
(300 mg/100 mg ubng,
q.d.)
Te

Tenafovir alaferami ]
§ Coa 1,77(1,28, 2,ﬂ;lttp S

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

(10 mg ubng, s.d.)

T Coan 2,12(1,86, 2,43)
TAUC 2,62 (2,14, 3 .20)
Atazanavir

++ Cuus 0,98 (0,89, 1,07)
— AUC 0,99 (0,96, 1,01)
=+ Coia 1,00 (0,96, 1,04)

ingtarmt]

huoc.com/

Sertraline | Temofovir alafenamide ‘Khong didu chinh liéu cia
(50 mg uéng, 5.d) ++ Coms 1,00 (0,86, 1,16) tenofovir alafenamide hofic
Tenofovir alafenamide | «+ AUC 0,96 (0,89, 1,03) sertraline duge yéu chu.
{10 mg uéng qd) Tenafovir
=+ Cona 1,10 (1,00, 1.21)
Les AUC 1,02 (1,00, 1,04)
= Cuis 1,01 (0,99, 1,03)
Sertraline
Sermraline
(50 mg m‘mg. sd.) by
5 ; Cox 1,14.(0,94, 1,38)
Tenofovir alafenamide”
(10 mg 1 &) + AUC 0.93 (0,77, 1,13)
THUOC KHANG NAM
Tuong tic khéng dwoc nghién | Khing khuyén cdo sir dung
Ttraconazole e, déng thiri.
Ketoconazole Dy kién:
Y 1 Tenofovir alafenamide

THUOC KHANG MYCOBACTERIUM

Tuong the khing duge nghién
ciru.

Khéng khuyén cdo sir dung
dong theri,

Darunavir/cobicistat
(800 mg/150 mg udng,
q.d)

Tenofovir alafenamide’
(25 mg uéng, q.d.)

Tenafovir alafenamide

e Crae 0,93 (0,72, 1,21)
w+ AUC 0,98 (0,80, 1,19)
Tenafovir

1 Camn 3,16.(3,00, 3,33)
TAUC 3,24 (3,02, 347)
1 Coa 3,21 (2,90, 3,54)
Darunavir

=+ Cmax 1,02 (0,96, 1,09)
« AUC 0,99 (0,92, 1,07)
s Cuia 0,97 (0,82, 1,15)

Khong khuyén cio sir dyng
déng thiri.

(90 mg/400 mg udng,
qd)

Tenofovir alafenamide’
(25 mg ubng, q.d.)

GS-331007

at G 1,08 (1,05, 1,11)
«« AUC 1,08 (1,086, 1,10)
<+ Caa 1,10 (1,07, 1,12)
Tenafovir alafenamide
= Cone 1,03 (0,94, 1,14)
« AUC 1,32 (1,25, 1,40)
Tenafovir

1 Cra 1,62 (1,56, 1,68)

++ Crua 1,00 (0,95, 1,06)
++AUC 1,00 (0,92, 1,09)
-+ Cpuin 0,98 (0,85, 1,12)

Rifempitin Cobigistat
Rifapentine Dy kién: | - Crs 1,06 (1,00, 1,12)
il -+ AUC 1,09 (1,03, 1,15)
-+ Cuin 1,11 (0,98, 1,25)
Tuong tic khong duoe nghién | Khong khuyén céo sit dyng | | Darunavieri Veiovir alafencrvich Kiiong Khuyén cho #tr dmg
S, cinu. ding tho. (800 mg/100 mg ubng, | 1 Coue 142 (0,96,2,09) déng thoi.
Dy kién: { ; q.d) ++ AUC 1,06 (0,84, 1,35)
| Tenofovir alafenamide Tenofovir alafenamide’ | Tenofovir
€AC TAC NHAN KHANG VIRUS HCV (10 mg ubng, 5.d.) 1 o 242 (1,98, 2,95)
- Tuong the Khiing dige nghien | Khong didu chinh tidu cia TAUC 2,05 (1,36 322)
. cifu. tenofovir alafenamide hojic i
S?fnsbuvlr (400 mg Die kidn: sofosbuvir duge yéu ciu, -+ Cons 0,99 (0,91, 1,08)
uong, g.d.) s Sofosbuvir — AUC 1,01 (0,96, 1,06)
S ANire =+ Cum 1,13 (0,95, 1,34)
Lodnatsodr Khong ditu chinh hiéi cda Lopinavir/ritonavir Tenofovir alafenamide Khang khuyén cdo sir dung
=+ Coum 1,01 0,97, 1,05) tenofovir alafenamide hoge | | (800 m@/200 mg ubng, | T Cow 2,19 (1,72, 2.79) dbng thii.
./ «+ AUC 1,02 (0,97, 1,06) ledipasvir/sofosbuvir  duge q.d.) j TAUC 1,47 (1,17, 1,85)
c 1 (;2 o, 3@ .I 67} yéu cu. Tenofovir alafenamide’ | Temofovir
b, ,Fb\:;‘uv;r o (10 mg udng, s.d.) 1 Coa 3,75 (3,19, 4,39)
s Canl 0.96(0,89, 1,04) T AUC 4,16 (3,50, 4,96)
Ledipasvirisofosbavie | +»AUC 1,05 (1,01, 1,09) Jeonincin

Tipranavirritonavir

Tuong the khing duge nghién

el
Dhe kién:
| Tenofovir alafenamide

Khang khuyén cdo sir dung
.‘m m&. - am—— e

CAC TAC NHAN KHANG RETROVIRUS HIV - CAC CHAT UC CHE INTEGRASE

(400 mg/100 mg/ 100
mg + 100 mg' ubng, q.4.)

Tenofovir alafenamide’
(25 mg ubng, g.d.)

« AUC 1.01 (0.97, 1.06)

G5 331007

o+ Cpe 1.02 (0.98, 1.06)

++ AUC 1.04 (1.01, 1.06)

Velpatasvir

o Ca 105 (0.96, 1.16)

« AUC 1.01 (0.94, 1.07)

=+ Coun 1.01 (0.95, 1.09)
i ir

= Cay 0.96 (0.84, 1.11)

«+ AUC 0.94 (0.84, 1.05)

= Coun 1.02 (0,92, 1.12)

Tenofovir alafenamide

1 Cau 132 (117, 1.48)

TAUC 1.52 (1.43, 1.61)

1 AUC 1,75 (1,69, 1,81) Dolulegn!wr

1 Cam 1,85 (1,78, 1,92) (50 mgucng, gd)
Sofosbuvir/velpatasvir | Tuong téc khéng dwoc nghién | Khéng diéu chinh _Iiéu cia ('!0 mg ubng, s.d.)
(400 mg/100 mg udng, | ol tenofovir alafenamide hofic
q.d.) Die kién: sofosbuvir/velpatasvir dugc

+ Sofosbuvir yéu ciu.

+ GS-331007

++ Velpatasvir

1 Tenofovir alafenamide
Sofosbuvir/velpatasvir/ | Sofosbuvir Khéng diéu chinh liéu =
"i-bx%%p'u%?r ot s Cpue 0.95 (0.86, 1.05) ieaolis alicossidl hogic o e

sofosbuvir/velpatasvir/
voxilaprevir

Tenofovir alafenamide

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

T AUC 1,19 (0,96, 1.48)

Tenojovir

= G 1,10(0,96, 1,25)
T AUC 1,25 (1,06, 147)

Dolutegravir

4 s 1,15(1,04,1.27)
+» AUC 1,02 (0,97, 1,08)
s Can 1,05 (0,97, 1,13)

Khéng diéu chinh lidu cia
tenofovir alafenamide hodc
dolutegravir duge yéu cin,

Tuong tic khing duge nghién |
el

Dy kidn:
++ Tenofovir alafenamide
+ Raltegravir

| Khong didu chinh lidu ci
tenofovir alafenamide hodc
raltegravir duge yéu cliu

CAC TAC NHAN KHANG RETROVIRUS HIV — CAC CHAT UC CHE S40 CHEP
NGUQC KHONG PHAI NUCLEOSIDE

Efavirenz
(600 mg udng, q.d.)

Tenofovir alafenamide”
(40 mg ubng, g.d.)

Tenofovir alafenamide

1 Caae 0,78 (0,58, 1,05)
-+ AUC 0,86 (0,72, 1.02)
Tenafovir

1 Cmax 0,75 (0,67, 0,86)
w AUC 0,80 (0,73, 0,87)
++ Cuin 0,82 (0,75, 0,89)
Dy kién:

++ Efavirenz

Khong diéu chinh liéu ciia
tenofovir alafenamide hodc
efavirenz duge yéu clu.

CAC TAC NHAN KHANG RETROVIRUS HIV - CAC CHAT U'C CHE PROTEASE

T

L ) s

{300 mg/150 mg ubng,

1 Caus 1,80 (1,48, 2,18)
T AUC 1,75 (1,55, 1,98)

1 Caws 3,16 (3,00, 3,33)

t AUC 3.47(3.29,3.67)

1 Cmin 3,73 (3,54, 3,93)
Arazanaviy

o= U 0,98 (0,94, 1,02)

= AUC 1,06 (1,01, 1,11)
e Caia 1,18 (1,06, 1,31)

Cobicistat

-+ Caae 0,96 (0,92, 1,00)

q.4)
Teaofovir dlufenaide Py
(10 mg udng, q.d.)

— ALIC 1,05 (1,00, 1,09y

1 Cain 1,35 (121, 1,51)

Khing khuyén cdo sir dung
déng thai.

Nevirapine

Tuemg the khong duge nghién
i

Die kién:
++ Tenofovir alafenamide
++ Nevirapine

Khéng diéu chinh lidu cia
tenofovir alafenamide hofic
nevirapine duge yéu chu.

Rilpivirine
(25 mg ubng, q.d.)

Tenofovir alafenamide
- O 1,01 (0,84, 1,22)
—+ AUC 1,01 (0,94, 1,09)

(25 mg ubng, q.d.)

-+ Coma 1,13 (1,02, 1,23)
= AUC 1,11 (1,07, 1,14)
= Cse 1,18(1,13, 1,23)
Rilpivirine

s Craa 0,93 (0,87, 0,99)
« AUC 1,01 (096, 1,06)
e Coun 1,13 (1,04, 1,23)

Khang diéu chinh lidu cia
tenofovir alafenamide hofic
rilpivirine duge yéu ciu.

CAC TAC NHAN KHANG RETROVIRUS HIV — TAC NHAN DOl KHANG THU THE

CCRS

Maraviroc

Tuong tic khéng duge nghién

ol

Dy kién:

++ Tenofovir alafenamide
++ Maraviroc

Khong diéu chinh liéu cia
tenofovir alafenamide hofic
maraviroc duge yéu ciu,

THAO DUQC BO SUNG




Bioh  thutmg
héa ALT
(AASLDY

thanh

50% 32% 45% 36%

Hnyél
hee
Mit HBeAg |
s chuyén ddi
huyét thanh?
Mit HBsAg /

siF Fhuyén dbi
huyét thanh

NiA N/A 14% / 10% 12% / 8%

0/0 0/0 1%/ 1% =1%/0

N/A = khing dp dyng

TDF = tenofovir disoproxil fumarate

a. Thiéu = phn tich thit bai,

b, Diin 56 duge sirdyung chio phén tich cia binh thiiig hos ALT chi bao gbm nhimg bénh nhin
viri ALT trén gici hgn trén binh thutmg (ULN) cta pham vi phong thi nghiém trung tam & mirc
car ban, Phong thi nghiém trung tim ULN cho ALT 1 nhur sau: <43 U/L i véi nam gii tir 18
dén < 69 tudi vi < 35 U/L d6i véi nam gidi = 69 tudi; < 34 U/L d6i voi nir gioi tir 18 dén <69
tudi vit < 32 U/L doi vivi nit gidi = 69 tudi.

¢. Diin sb duge sir dyung cho phén tich cia binh thuimg héa ALT chi bao ghim nhimg bénh nhin
&1 ALT trén ULN ctia Higp hoi Nghién ciru bénh Gan Hos Ky (AASLD) céc chi 56 & mirc co
bin. AASLD ULN cho chi s6 ALT I nhur sau: < 30 U/L d8i v nir gioi va < 19 U/L déi véi
nam gidi.

d, Dén sb duge mdungchofhéntlchhuyénhmhhocchi bao gdm nhimg bénh nhin cé khing
nguyén dm tinh va khing thé im tinh hojc thiéu & mirc co ban.

B diéu tri ngodi 48 tudn tromg Nghién cieu 108 vi Nghién cio 110

O Tudn 96, sy ire ché virus ciling nhir d4p (g sinh héa vi huyét thanh hoe duwe duy tri véi tidp
e diéu tri bang tenofovir alafenamide (xem Bing 5).

Biing S: Ciic thing s§ HBV DNA vé #nh huémg thém & Tuln 96

Nghién cirn 108 (im tinh | Nghién ciu 110 (dwomg tinh
HBeAg) HBeAg)
Tenofovir Tenofovir
alafenamide | TOF | alafenamide ('N.I?Zl;l
o=2s) | (N = 581) =292)
HBY DNA < 29 ;
IU/mL 9% 91% 13% 75%
oo sl
HBY DNA 90% 91% 7
i
<7logl0 IU/mL |  (207/230) (105/116) HA i
>71ogl0 IU/mL | 91% (S0/55) | 92% (22/24)
Duwimg  co s
HBY DNA
<a|n:m|u,r il N/A NIA B4% (260/309) | B1% (121/150)
> 8 logl0 [U/mL. 60% (163/272) | 68% (97/142)
Chua timg.| 162 u
e {2(?3";‘;25) :Hﬁﬁﬂ} 75% (331/444) | 75%(168/223)
D timg didu 1 | 90% (54/60) | 87% (26/30) A7 (F137) 2% (3069
viri mucleoside
ALT
Binh thumg hoa 81% % 5% 68%
ALT (phong thi 50% 0% 52% 2%
nghiém frung
tim)©
Binh thuémg héa
ALT (AASLDY
Huyét thanh
hge
Mt HbeAg/
chuyén ddi huyét
thanh® NIA NIA 22%/ 18% 18% / 12%
Mt HbeAg/
chuyén ddi huyet | <1%/<1% 0/o 1% 1% 1% /0
thanh

N/A = khing dp dyng

TDF = tenofovir disoproxil fumarate

4. Thidu = phan tich thit bai vy ohs

b. Déi trgmg chua timg duge difu trj da nhin dwge < 12 tuén diéu trj khang virus duomg ubng
viri biit ky nucleoside hofic nucleotide temg ty nito bao gém tenofovir disoproxil fumarate hoje
tenofovir alafenamide.

¢. Diin s6 duge sit dyng cho phan tich cia binh thiimg hia ALT chi bao ghm nhimg bénh nhén
visi ALT trén gidi han trén binh thuomg (ULN) cis pham vi phong thi nghigm trung tdm & mire
co bin, Phong thi nghigm trung tim ULN cho ALT 1a nhu sau: <43 U/L doi véi nam gidi or 18
dén < 69 i va < 35 U/L dbi véi nam gidi = 69 tudi; < 34 U/L ddi véi nir giéi 1ir 18 dén < 69
tudi vii < 32 U/L d6i voi nir gidi = 69 tudi.

d. Dén s& duwpe sit dyng d& phiin tich chudn hia ALT chi bao gbm nhimg bénh nhin ¢6 ALT trén
ULN etta cde tién chi AASED (> 30 U/L nam v = 19 U/L nit) lic ban du.

e. Din b duge sir dyng dé phin tich huyét thanh hoc chi bao gm nhimg bénh nhin c6 HBeAg
durong tinh vi khéng thé (HBeAb) im tinh hofic mit lic ban ddu.

Nhiwng thay dai trong do mt di khodng xurong

Trong ca hai nghién cin tenofovir alafenamide co lién quan dén gidm ty 1§ phin trim nho hon
trong mit &) khodng xireng (BMD; Buge do bing syt hip thy Xray hip T.hg ning ligmg kép va
phin tich [DXA]) so sinh vii tenofovir disoproxil fumarate sau 96 tudn diéu trj.

@ nhimg bénh nhin diéu trj lam mi sau tuin 96, ty 1¢ phin trim trung binh thay déi & BMD,
trong moi nhém ¢ tuin 120 twong tr nhir & tuin 96, Trong giai doan md nhin cia c4 hai nghién
ciru, 1y 18 phén trim trung binh thay déi trong BMD tir tuiin 96 dén Tudin 120 & nhimg bénh nhan
viin didu tri biing tenofovir alafenamide 13 0,6% & cit song thilt Iung vi 0% & hong, so vdi 1,7%
o et séng thit himg va 0,6% & héng & nhimg ngudi chuyén tir tenofovir disoproxil fumarate
sang tenofovir alafenamide & Tuan 96.

Nhitng thay déi trong do chitc nang thin

Trong c4 hai nghign cin tenofovir alafenamide c6 lién quan dén thay d5i nho hom trong cée
thing 50 an todn chirc niing thin (gidm trung binh nho hon trong CrCl duge wée tinh béi
Cockeroft-Gault vi ting ty 1§ phin trim trung binh nhé hom trong retinol nude tigu lign ket
protein vin ty 1§ inin vii beta-2-microglobulin naeée tidu v ty 18 creatinin so véai tenofovir
disoproxil fumarate sau 96 tufin diéu tri.

@ tihirng bénh nhan vin con diéu trj bi lim mi sau tuin 96 trong nghién ciru 108 vi 110, thay
ddi tir mire ban diu trong cdc gid tri théng s6 phong thi nghiém cha thin & mdi nhém & tuin
120 twong ty nhir & tudn 96. Trong giai doan md nhin cﬂumin ciru 108 va 110, thay déi
trung binh (+ $D) trong creatinine huyét thanh tir tuin 96 dén nian 120 14 -0,002 (0,10) mg/dL &
nhimg nguén viin cin sir dung tenofovir alafenamide, so v -0,008 (0,09) mg/dL & nhimg ngui
chuyén tir tenofovir disoproxil fumarate sang tenofovir alafenamide & Tuin 96, Trong giai dogn
mé nhiin, sy thay di trung binh trong eGFR tir Tudn 96 dén Tuin 120 14 -0,6 mL/phit & bénh
nhin viin sir dyng tenofovir alafenamide, so véi +1,8 mL/phit bénh nhiin chuyén tir disofroxil
tenofovir fumarate sang tenofovir alafenamide & Tudn 96,

Tréem -

Co quan Dwge phim Chiu Au da tri hodn nghia vy nip két qud nghién ciru véi vién nén

miln tinh.
PAC TINH DUGC BONG HOC

Hip thu

Sau khi uing tenofovir alafenamide dudi didu kién nhin &n & bénh nhin nguér lém b viém gan
B man tinh, ning 4 dinh trong huyét tomg cia tenofovir alafenamide duge quan st xip xi
0,48 gidr sau [idu. Dira trén phiin tich duge djng hoe din 56 Pha 3 trong cic doi tugng vii CHB,
trang théi on dinh trung binh AUCq4 cho tenofovir alafenamide (N = 698) va tenofovir (N =
£56) 1a 0,22 pgehr/mlL va 0,32 pgehr/mL, twong img. Trang thai on dinh Cow cho tenofovir
alafenamide vik tenofovir 14 0,18 and 0,02 pgehr/mL., wong img. Lién quan dén didu kign ohin
#n, sir dyng dom lidu ciia tenofovir alafenamide véi bira an c6 chit béo cao din dén ting 65%
trong tiép xic tenofovir alafenamide.

Lién két cita tenofovir alafenamide véi protein huyét teomg trong ce miu thu thip duge trong
qué trinh thir nghigm 1im sang 13 xip xi 80%. Su lién két cin tenofovir viri protein huyét tuomg
i it hem 0,7% vi djc 1ip véi nong d9 trong khoang 0,01-25 pg/mL.
Chuyén hita -
Chuyén hoa 12 mdt con duémg thai wir chinh ciia tenofovir alafenamide trong co thé nguer,
chiém > 80% ciia lidu duémg uong. Cée nghién cir in vitre cho thiy ring tenofovir alafenamide
duge chuyén hoa thinh tenofovir (chuyén héa chinh) bai carboxylesterase-1 trong té bio gan;
vit béri cathepsin A trong PBMCs v dai thye bao. In vive, tenofovir alafenamide bj thiy phin
trog té bio dé tao thanh tenofovir (chuvén hoa chinh), nd duge phosphory] hoa thanh chit
chuyén hoa hoat tinh, tenofovir diphosphate,
In vitro, tenofovir alafenamide khong bi chuyén héa boi CYPIA2, CYP2CB, CYP2C9,
CYP2C19, holic CYP2D6. Tenofovir alafenamide bj chuyén hoa tdi thidu bai CYPIA4,
Thai tnir
Sir bai tiet & thin cia Il:nol'ovirlalafcnmid: con nguyén ven 13 con dudmg nhd vai < 1% cia
Iizu dirge thii tnir biing mude titu. Tenofovir alafenamide duge thai trir chinh sau khi chuyén
hoa thanh tenofovir. Tenofovir al ide vi tenofovir ¢6 thii gian ban thii trung binh trong
huyét tiromg 13 0,51 va 32,37 git, twomg img. Tenofovir duge thin thii ra khot co thé qua thin
biing ¢4 loc cdu thiin vi hogt ddng bai fiét dng thin.

1
Néng 46 tenofovir alafenamide ty 18 véi liu trong khoang lidu tir 8 dén 125 mg.
Tudi, gioi tinh va ching tje
Khing c6 sy khac nhau cd lién quan dén 16m sing trong duge dbng hoe theo wdi hode ching
thc dil dupe xc dinh. Sy khic bigt trong duge ding hoc theo gidi tinh khong duge coi la co
lién quan ldm sang,
Suy gan
3 bénh nhén suy gan ning, ting néng 4§ cia tenofovir alafenamide va tenofovir trong huyét
twong 1 thiip hon nhimg i 6 chire niing gan binh thuimg. Khi dwge lién két chinh xdc voi
protein, nong 44 trong huyet rong ciia tenofovir alafenamide dang ty do & bénh nhin suy gan
ning vi chire ning gan binh thudmg 1 trong tw nhau,
Suy thgn
Khong ¢ sy khic nhau lién quan dé'n lam sang trong duye ding hec cia tenofovir alafenamide
hofic tenofovir duge quan st gilra ddi trgmg khie manh vi bénh nhin suy thin nling (CrCl duge
woe tinh > 15 nhung < 30 mL/min) trong cic nghién cin cia tenofovir alafenamide.
Tré em
Durgre dGng hoe cua tenofovir alafenamide va tenofovir duge dénh gid trong nhiém HIV-1, thanh
thiéu nién chia timg duge didu tri nhimg ngwéi da sir dyng tenofovir alufenamide (10 mg)
wéi elvitegravir, cobicistat vA emiricitabine dudsi dang vién phii-hop lidwed dinh (E/C/F/TAF;
Genvoya). Khong c6 sur khic nhau lign quan dén lim sang trong durge dgng hoc cha tenofovir
alafenamide va tenofovir dirge quan sat giira thanh thidu nién va ngudi 1ém nhiém HIV-1,
Dir ligu an tokn tién 1im sing
Ciic nghién ciru tién lim sing & chudt chng v cho tidt 1§ xwong va thin 1a co quan dich diu
tién ciia die tinh. Bge tinh & xuong duge quan sét khi gidm BMD & chudt cbng va ché khi tiép
xiic v tenafovir ft nhit 4 lin cao hon dwge dir kién sau khi sit dyng tenofovir alafenamide,
Sy xdm nhip tii thifu cia lé béo bitu md ¢6 mit trong mit ché & mirc phoi ghii:'m tenofovir
alafenamide va tenofovir xdp xi 4 vit 17 lan, twong (mg, cao hon duge dy kién sau khi ding
tenofovir alafenamide,
Tenofovir alafenamide khing gly dgt bién hofic bit thudmg nhim sic thé trong cdc xét nghiém
gen die hai.
Bari vi ¢6 sy tiép xiic tenofovir thip hem & chudt cong va chudt nhit sau khi st dung tenofovir
alafenamide dugce so sanh véi tenofovir disoproxil fumarate, cic nghién cire gy ung thu va céc
nghién ciru sau sinh chi duge dinh gid véi tenofovir disoproxil fumarste. Khéng e6 moi nguy
hidm dfic biét nio & ngurdi dige ié 19 trong cée nghién ciru thong thirtmg vé tiém ning géy ung
thir vdi tenofovir disoproxil (nhir fumarate) vi sinh san va phit tridn véi tenofovir disoproxil
(nhwr furmarate) hofic tenofovir alafenamide, Cic nghién ciru dgc tinh sinh sin & chudt cong va
thé cho thiy khong c6 anh hwdmg lén gino phéi, sinh san, mang thai vi céc thong s6 bdo thai.
Tuy nhién, tenofovir disoproxil fumarate lém gidm chi sb kha ning song vi trong Tugng ciia céc
con trong mdt nghién eiru dije tinh sau sinh & liéa djc khi mang thai, Nghién cim giy ung thir
drimg ubng diii han & chujt nhit cho thiy ring ty 1¢ thip cba khéi u ti tring, duge xem 14 co
lién quan dén ndng 43 cao tai chd & dwimg tiéu hoa & lidu cao 600 mg/ky/nghy, Co ché cia hinh
thanh khéi u ¢ chudt nhit va tiém ning lién quan dén ngwrdri 1a khéng chiic chiin.
QUY CACH BONG GOI
Hép | lo 30 vién.
PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Bio quin: Bio quin noi kho mat, dudi 30°C. Bao quan trong bao bi gde.
Han ditng: 36 thing ke tir ngay san xudt.
Titu chuiin chét lugng: TCCS,
TEN, PJA CHI CUA CO SO SAN XUAT THUOC
Mylan Laboratories Limited
Plot No. 11, 12 & 13, Indore Special Economic Zone, Pharma Zone, Phase-II, Sector-111,
Pithampur — 454775, Dist. Dhar, Madhya Pradesh AnP§— — — -

Sin phim duge sin xuit theo nhugng quyén cin Gilead Sciences Inc.

Siin xudit bisi:
@ Mylan Laboratories Limited
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