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TO HUONG DAN SU DUNG THUOC

Rx Thube nay chi dimg theo don thubec.

FORVIBEST vVién nén bao phim

Tenofovir alafenamid 25 mg

Dé xa tim tay cia tré em.
Poc ki hwéng din sie dung treée khi ding.

; A A - L4 L] e IJ{ L4 -
Néu can thém thong tin, xin hoi y kién biac si.

THANH PHAN CONG THUC THUOC

Thanh phén hoat chit

Mbi vién nén bao phim chita: Tenofovir alafenamid (dudi dang Tenofovir alafenamid fumarat) 25 mg
Thanh phin ti dwge; D-Mannitol, Magnesi oxyd, Low-substituted hydroxypropoyl cellulose,
Magnesi stearat, Opadry AMB II 88A220029 Yellow (Polyvinyl alcohol, Tale, Titanium dioxide,
Glyceryl mono and dicaprylocaprate, Sodium lauryl sulfate, Iron oxide yellow, Iron oxide red).

DANG BAO CHE

Vién nén bao phim

MO0 ta: Vién nén bao phim hinh tron, mau vang, mot mat ¢6 khic chit “UT”, mit kia khic chit “CL”.
CHI PINH

FORVIBEST duge chi dinh trong didu tri tridu chimg viém gan B man tinh & ngudi 16n va thanh
thiéu nién (tir 12 tudi tr& 1én ¢6 cin ning > 35 kg).

CACH DUNG, LIEU DUNG

Liéu phdp nay cin dugc bat diu bdi bic si ¢6 kinh nghiém trong kiém soat bénh vidm gan B man
tinh.

Liéu dung

Ngudi 1ém va thanh thiéu nién (tir 12 tudi trér [én véi can ning > 35 kg): 1 vién mdi ngay.

Ngieng diéu tri

Viée ngimg diéu tri c6 thé xem xét nhu sau:

- O nhimng bénh nhan cé6 HBeAg duong tinh, khong bi xo gan: Tién hanh diéu tr it nhét 6-12
thang sau khi x4c dinh c6 huyét thanh chuyén d6i HBe (IIBeAg am tinh, khong phét hién dugc
ADN ciia virus viém gan B va xuét hién khéng thé anti-HBe) hogc t6i khi c6 huyét thanh chuyén
ddi HBs hoic khi thiy thude mét tic dung. Khuyén céo thudmg xuyén danh gid lai sau khi ngimg
didu tri @& phat hién virus tai phat.

- O nhitng bénh nhan c¢6 HBeAg am tinh, khong bi xo gan: Cén diéu tri it nhat cho ¢én khi ¢6
huyét thanh chuyén dbi I1Bs hoic dén khi ¢6 bang ching thudc khong con tac dung. Khi diéu tri
kéo dai hon 2 nam, nén thudng xuyén danh gia lai dé chic chin rang viée tiép tuc lidu phap van
phtt hop véi bénh nhén.
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Quén liéu dimg thude

Néu bénh nhan quén mét liéu, uéng ngay khi nhé ra (néu thoi gian chua qué 18 gid ké tir thoi diém
th‘ut‘mg dung) va géng !iéu triép theo nhu binh thuong. Néu thoi gian vuot qua 18 gior thi khong udng
liéu di quén va uong liéu tiép theo nhu binh thudng.

Néu bénh nhén bi nén trong vong 1 gid sau khi udng thudc, bénh nhén can udng thém 1 vién khac.
Néu bénh nhan bi non sau khi udng thude hon 1 gid, khong can dung thém vién nira.

Cdc ddi twong dic biét

Ngteoi cao (uoi

Khong cin didu chinh lidu tenofovir alafenamid & bénh nhan tir 65 tudi tro 1én,

Bénh nhdn suy thdn

Khéng cin diéu chinh lidu tenofovir alafenamid & nhitng bénh nhén ngudi lon hodc thanh thiéu nién
(tir 12 tudi trér 1én v6i cin nidng > 35 kg) va ¢ do thanh thai creatinin ude tinh (Cre)) = 15 ml/phut
hodc & nhitng bénh nhén ¢ Cre < 15 ml/phit dang chay than nhan tao.

Vio nhitng ngay chay than nhén tao, nén sir dung thude sau khi hoan thanh qua trinh chay thén.
Khong ¢6 khuyén cao vé lidu diing cho bénh nhén ¢6 Crey < 15 ml/phiit khéng dugc chay thin nhin
tao.

Bénh nhdn suy gan

Khéng cAn didu chinh lidu tenofovir alafenamid & bénh nhén suy gan.

Tré em

Chua xac dinh duge tinh an todn va hiéu qua cla tenofovir alafenamid & tré em dudi 12 tudi hodc
c¢dn ning < 35 kg. Khong ¢6 san dit ligu.

Cach ding

Ding dudng udng, nén ding thude cung véi thire an.

CHONG CIHI PINH

Bénh nhén qu4 mén véi tenofovir alafenamid fumarat hogc bt ky thanh phén no cta thude.

CANH BAO VA THAN TRQNG KHI DUNG THUOC

Léy truyén virus viém gan B (HBV)

Bénh nhan phai duge khuyén cdo rang tenofovir alafenamid khong ngén ngira nguy co ldy truyén
virus viém gan B (HBV) cho ngudi khéc qua duong tinh duc hodc dudng mau. Cac bién phéap phong
nglra thich hgp phai tiép tuc dugc sir dung.

Bénh nhin bi bénh gan mit bit

Khong co dir lidu vé tinh an todn va hiéu qua cla tenofovir alafenamid ¢ bénh nhén nhiém HBV bi
bénh gan mat bl va c6 diém sé Child Pugh Turcotte (CPT) > 9 (tirc 1a logi C). Nhiing bénh nhdn
nay ¢d nguy co cao gip cée tic dyng khong mong mudn nghiém trong lén gan hodc than. Do do, cac
théng s vé gan mat va than nén dugc theo ddi chit ch€ 6 nhom bénh nhén nay.

Dot ciip ciia bénh viém gan

Biing phdt trong diéu tri

Dot cdp tu phat & bénh viém gan B man Llinh 1a twong dbi pho bién va duge ddc trung béi sur gia
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ting thodng qua alanin aminotransferas (ALT) trong huyét thanh. Sau khi bit ddu diéu tri bing

thude khang virus, ALT huyét thanh c6 thé ting & m{t vai bénh nhan. Trong céc bénh nhan ¢6 bénh

gan ¢On by, su gia ting ALT huyét thanh néi chung khong di kem véi téng nong do bilirubin huyet

thanh hodic su mét bii gan. Cac bénh nhén xo gan c6 nguy co cao bj mat b & gan sau dot céip cia

viém gan, va vi viy nén dugc theo ddi chat ch& trong qud trinh didu tri.

Bimg phat sau khi ngimg diéu tri

Dot kich phat cép ciia viém gan di duge béo cdo ¢ cdc bénh nhén dd ngling diéu trj viém gan B,

thudng lién quan dén su tang ndng ¢ ADN HBV trong huyét twong. Phén 16n céc trudng hop la tu

thodi lui nhung dot cAp nang, bao gdm ci Ll vong, co thé xay ra sau khi ngimg didu tri viém gan B.

Chire ning gan phai dugc theo doi trong khoang thoi glan lap lai v& ca lam sang va xét nghiém

trong ft nhét 6 thang sau khi ngung diéu tri viém gan B. Néu thich hep, vice tiép tuc didu tri viém

gan B ¢6 thé dugc bao dam.

O nhitng bénh nhan bi bénh gan tién trién hodc xo gan, khéng nén ngiing didu tri vi dot cép cia

bénh viém gan sau diéu tri ¢6 thé ddn dén mét bu & gan. Cée con bing phat & gan ddc biét nghiém

trong va doi khi gy tir vong ¢ nhitng bénh nhén bi bénh gan mét bil,

Suy thin

Bénh nhdn véi dp thanh thdi creatinin < 30 ml/phut

Viéc sir dung tenofovir alafenamid mat 1An mdi ngay & bénh nhin cé Cre = 15 ml/phat va < 30
ml/phit dya trén dir liéu tam thoi cua tudn 24 vé hiéu qua va do an toan cua viéc chuycn tr mot

thudc khéng virus khic sang tenofovir alafenamid trong mdt nghién ciu 1dm sang nhan mo dang

tién hanh trén nhitng bénh nhan nhidém HBV man tinh bj (rc ché v& mit virus hoc. Co rat it dit liéu

v& tinh an toan va hiéu qua cia tenofovir alafenamid & bénh nhan nhiém HBV c6 Cre < 15 ml/phut

dang chay than nhén tao man tinh.

Khong sir dung tenofovir alafenamid & nhitng bénh nhén ¢ Cre < 15 ml/ phit khdng chay than.

Dic tinh frén thin

Khdng thé loai trir nguy co tiém 4n doc tinh trén than do phoi nhiém man tinh tenofovir & mirc thip

khi dang tenofovir alafenamid.

Khuyén cdo can danh gid chirc ning thin & tAt ca céc bénh nhan trude hodc khi bit ddu didu tri bang

tenofovir alafenamid va theo dai trong sudt qué trinh diéu tri sao cho phit hop vé mdt 1am bdﬂg 0]

nhitng bénh nhén bi suy giam chirc ndng than dang ké v& mat lam sang, hodc c6 bang chimg vé& bénh

ly dng than gin, nén xem xét viéc ngimg dung tenofovir alafenamid.

Bénh nhin nhiém dong thoi HBV va virus viém gan C hodc D

Khéng c6 dir lidu vé tinh an toan va hiéu qua cua tenofovir alafenamid & bénh nhdn nhiém dong thoi

HBYV véi virus viém gan C hodic D. Cén tudn thi huéng din st dung két hop dé didu tri viém gan C.

Bénh nhin nhiém dong thii viém gan B va HIV

Dé nghi kiém tra khéng thé HIV @i v6i tat ca cac bénh nhan nhidm HBV ma chua biét v¢& tinh trang
nhidm HIV-1 truée khi bt ddu didu tri voi tenofovir alafenamid. O nhung bénh nhén nhiém dong
thai HBV va HIV, nén st dung tenofovir alafenamid cling v6i cac thude khang retrovirus khéc dé
dam bao ring bénh nhdn nhén duge phéc dd thich hop cho diéu trj HIV.
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Sit dung dbng théi véi edce thude khdc.

Khong st dung dong théi vién nén bao phim Forvibest vai cac thudc cé chira tenofovir alafenamid,
tenofovir disoproxil hodc adefovir dipivoxil.

Khong st dung dbng thoi tenofovir alafenamid véi thudc chong co gidt (vi dy carbamazepin,
axcarbazepin, phenobarbital va phenytoin), thudc khang mycobacterium (vi dy rifampicin, rifabutin
va rifapentin) hogc St. John's wort, tit ca déu la chat cam (mg P-glycoprotein (P-gp) va c6 thé 1am
giam ndng do tenofovir alafenamid trong huyét tuong.

Diing ddng thoi tenofovir alafenamid véi chat e ché manh P-gp (vi du itraconazol va ketoconazol)
¢6 thé ting ndng do tenofovir alafenamid trong huyét tuong. Khéng khuyén cdo viée sir dung dong
thoi nay.

SU DUNG THUOC G PHU NU CO THAI VA CHO CON BU

Phu nit cd thai

Khéng ¢6 dit liéu hodic sb lugng dit liéu han ché (it hon 300 két qua mang thai) vé viéc sir dung
tenofovir alafenamid & phu nit mang thai. Tuy nhién, mdt lugng [6n dit ligu trén phy nit mang thai
(hon 1.000 phoi nhidm) cho thiy khéng ¢6 di tat ciing nhur déc tinh d6i v6i thai nhi/ tré so sinh lién
quan dén viée sir dung tenofovir disoproxil.

Céc nghién ctu trén dong vat khong chi ra tac hai tryuc tiép hodc gidn tiép d6i voi doc tinh sinh san.
Viéc sir dung tenofovir alafenamid co thé duoc xem xét trong thoi ky mang thai, néu can thiét.

Cho con bii

Vin chua biét lidu tenofovir alafenamid ¢o bai tiét vao sita me hay khéng. Tuy nhién, trong cac
nghién ciru trén dong vét, ngudi ta dé chi ra rang tenofovir duge tiét vao stta. Chua co du thong tin
vé anh hudng clia tenofovir Ién tré so sinh/ tré nho.

Khong thé loai trir nguy co ddi véi tré so sinh/ tré nho bu sita me; do dé, khong nén dung tenofovir
alafenamid trong thai ky cho con b,

Kha néing sinh sin

Chura c6 dit 1iéu trén ngudi vé anh hudng cia tenofovir alafenamid d6i v6i kha ning sinh san. Cac
nghién ctru trén ddng vat khong chi ra anh huong c6 hai cta tenofovir alafenamid ddi voi kha ning
sinh san.

ANH IIUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Tenofovir alafenamid khéng 4nh hudng hodc anh hudng khong dang ké dén kha ning li xe va van
hanh méy méc. Théng bao cho bénh nhan v& tinh trang chéng mat ¢ duoce béo cdo khi dieu tri véi
tenofovir alafenamid.

TUONG TAC THUOC

Céc nghién cliu tuong tac thude chi méi duge thue hién & ngudi I6n.

Khéng nén dung chung vién nén bao phim Forvibest véi cic thubc cé chira tenofovir disoproxil,
tenofovir alafenamid hodc adefovir dipivoxil.

Cic thube cd thé dnh huwing dén tenofovir alafenamid

Tenofovir alafenamid dwgc van chuyén béi P-gp va protein khdng ung thu vi (BCRP). Cac thube
cam (g P-gp (vi du rifampicin, rifabutin, carbamazepin, phenobarbital hogc St. John's wort) dugc
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cho I3 s& 1am giam ndng dd tenofovir alafenamid trong huyét tuong, ¢6 thé lam mat tac dung diéu tri
ciia tenofovir alafenamid. Khong str dung ddng thoi céc thude nay véi tenofovir alafenamid.

Ding ddng thai tenofovir alafenamid véi céc thube (e ché P-gp va BCRP ¢6 thé 1am ting néng do
tenofovir alafenamid trong huyét tvong. Khong khuyén cdo dung ddng thoi cac chét (rc ché manh P-
gp véi tenofovir alafenamid.

Tenofovir alafenamid 14 chét nén ctia OATPIB1 va OATPIB3 in vitro. Sy phan bé ciia tenofovir
alafenamid trong co thé cé thé bj anh hudng béi hoat dong ciia OATPIB1 va/ hodc OATPIB3.

Anh hwéng ciia tenofovir alafenamid trén cdc th ubc khdc

Tenofovir alafenamid khang phai 1a chét (e ché CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19
hodc CYP2D6 in vitro. N6 khong phai la chét trc ché hodc chit cam (mg CYP3A in vive.

Tenofovir alafenamid khong phai 12 chit Gc ché uridin diphosphat glucuronosyltransferase (UGT)
IAL in vitro & ngudi. Chua biét lidu tenofovir alafenamid 6 phai la chét @re ché cdc enzym UGT
khéac hay khong.

Thong tin twang tdc thubc giita tenofovir alafenamid voi cdc thubc ¢ kha ning diing phii hop
Thuée chéng co gidt

Carbamazepin: Khong nén diing dong thoi vi ed thé lam giam C.x cla tenofovir alafenamid.
Oxcarbazepin, phenobarbital, phenytoin: Khong khuyén cdo ding dong thoi véi tenofovir
alafenamid.

Midazolam: Khong can didu chinh lidu midazolam (ubng hodc tiém tinh mach) khi dung dong thoi
tenofovir alafenamid vé&i midazolam. Khong co thay ddi vé AUC hodc Cpax cla tenofovir
alafenamid.

Thude chéng trdm cam

Sertralin: Khong can diu chinh lidu tenofovir alafenamid hodc sertralin vi Cpex va AUC clia 2
thudc nay déu khong thay dbi.

Thudc khang nam

Itraconazol, ketoconazol: Khong nén ding dong thoi.

Thuée khang mycobacterium

Rifampicin, rifapentin, rifabutin: Khéng nén dung déng thoi.

Thuée khang virus HCV

Sofosbuvir: Khong cén diéu chinh liéu tenofovir alafenamid hodc sofosbuvir.

Ledipasvir/sofosbuvir dang phdi hop: Khéng can diu chinh lidu tenofovir alafenamid hodc
ledipasvir/sofosbuvir.

Sofosbuvir/velpatasvir dang phdi hop: Khong can didu chinh lidu tenofovir alafenamid hodc
sofosbuvir/velpatasvir.

Sofosbuvir/velpatasvir/voxilaprevir dang phéi hop: Khong can diéu chinh liéu tenofovir alafenamid
hodc sofosbuvir/velpatasvir/voxilaprevir.

Thuée khang virus HIV - Thude tre ché men protease

Atazanavir/cobicistat dang phdi hop, Alazanavir/ritonavir dang phdi hop, Lopinavir /ritonavir dang
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phéi hop: Khéng nén dung ddng thoi vi ¢6 thé 1am gidm Cyax va AUC clia tenofovir alafenamid.
Darunavir/cobicistat dang phoi hgp, Darunavir/ritonavir dang phoi hop: Khong nén diing déng thoi
vi c6 thé 1am gidm Cpax v AUC cla tenofovir.

Tipranavir/ritonavir dang phdi hop: Khong nén ding dong thoi.

Thude khéng virus HIV - Thuéc ikc ché integrase

Dolutegravir: Khong can didu chinh liéu tenofovir alafenamid hodc dolutegravir.

Raltegravir: Khéng cin didu chinh liéu tenofovir alafenamid hodc raltegravir.

Thude khang virus HIV — Cde chat iic ché men sao chép nguoc khong phdi nucleosid

Efavirenz, nevirapin, rilpivirin: Khong can dicu chinh liéu tenofovir alafenamid hodc efavirenz hodc
nevirapin hodc rilpivirin.

Thuée khdng virus HIV - Chat doi khang thu thé CCRS

Maraviroc: Khong can diéu chinh lidu tenofovir alafenamid hodc maraviroc.

Thuc phd’m bo sung tie duege liéu

St. John's wort (Hypericum perforatum): Khong nén dung ddng thoi do ¢o thé lam giam ndng do
tenofovir alafenamid trong huyét twong,

Thude trénh thai diong uong

Norgestimat, ethinylestradiol: Khong cin diéu chinh liéu tenofovir alafenamid hodc norgestimat
hoZc ethinylestradiol.

TAC DUNG KHONG MONG MUON CUA THUOC (ADR)

Tom tit hé so an todn

bBanh gia céc tdc dung khdng mong mudn dua trén dir liéu an todn tong hop tir 2 nghién ctu giai
doan 3 c6 doi chimg, trong d6 866 bénh nhin nhiém virus HBV cé ndng ¢d ALT huyct thanh cao
dung tenofovir alafcnamid 25 mg mot ldn mdi ngay trong md hinh mi d6i cho dén Tudn 96 (thoi
gian trung binh st dung thudc cua nghién ciru duge lam mu la 104 tudn) va tir kinh nghiém hau mai.
Cac tac dung khong mong mudn lhuung gip nhét 1a nhire diu (12%), budn nén (6%) va mét moi
(6%). Sau Tuén 96, bénh nhan van diéu tri hodc 13 lam mui nhu ban déu hodc ding tenofovir
alafenamid nhan mé. D3 ghi nhan c6 su thay d6i trong céc xét nghiém lipid. Khong ¢6 tac dung
khéng mong mudn bd sung nao 461 voi tenofovir alafenamid duoce xéc dinh tir Tudn 96 dén Tuén
144 trong giai doan mi d6i va trong nhom nho cac dbi twong dugce diéu tri tenofovir alafenamid
nhan mao.

Trong nghién ctu mit ddi ngiu nhién co kidm sodt & nhitng ddi twgng bi e ché vé mit virus hoc
chuyén tir tenofovir disoproxil sang tenofovir alafenamid 25 mg (N = 243), da ghi nhén c6 su thay
ddi trong céc xét nghiém lipid.

Tém tdt cic tic dung khong mong mudn ciia thube

Céc tac dung khong mong mudn clia thude sau day di duoc x4c dinh & bénh nhan viém gan B man
tinh khi dung tenofovir alafenamid. Cac tac dung khéng mong mudn duge liét ké dudi ddy sap xép
theo hé co quan va theo tAn sudt dua trén phan tich Tuan 96.

Rdt thuong gdp, ADR > 1/10
Réi loan hé thin kinh: Pau diu.
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Thecng gap, ADR > 1/100

Rdi loan hé than kinh: Chong mit.

Réi loan tiéu hoa: Tidu chay, non, buén nén, dau bung, chudng bung, day hoi.

R6i loan gan mat: Tang ALT.

R&i loan da va mé dudi da: Phat ban, ngua.

R&i loan co xuong va md lién két: Dau khop.

R&i loan chung: Mét moi.

It gap, 1/1000 < ADR < 1/100

R&i loan da va mé dudi da: Phu mach', may day'.

' Tac dung khoéng mong mudn duge xéc dinh thong qua gidm sat hu méi dbi véi cac san phdm chia
tenofovir alafecnamid.

Cidc thong sé frao ddi chit

Trong luong co thé, ndng d6 lipid va glucose trong mau ¢6 thé tang 1én trong qud trinh didu tri.
Théng bdo cho bdc st nhiing téc dung khéng mong mudn giip phdi khi siv dung thudc.

QUA LIEU VA CACH XU TRi

Néu qué lidu xdy ra, bénh nhan phai dugc theo d6i dé tim béng chimg vé doc tinh,

Didu tri qué lidu tenofovir alafenamid bao gbm céc bién phap hd trg chung gbdm theo d&i cac diu higu
sinh tdn ciing nhur theo ddi tinh trang lam sang cua bénh nhan.

Tenofovir dugc loai bo higu qua bang tham tach mau véi hé s6 chiét xudl xﬁp xi 54%. Hién chua biét
liéu tenofovir ¢6 thé duge loai bo bang tham phin phic mac hay Khong.

PAC TINI DUQC LUC HOC

Nhém duoc ly: Thube khéng virus dung toan thén, uc ché men sao chép nguoc nucleosid va
nucleotid.

Mi ATC: JOSAF 3.

Co ché tdc dpng

Tenofovir alafenamid 1a tién chédt phosphonamidat cia tenofovir (chét tuomg tu 2'-deoxyadenosin
monophosphat). Tenofovir alafenamid di vao t€ bao gan nguyén phat bing cach khuéch tan thy dong
va hap thu ¢ gan boi kénh vén chuyén OATPIB1 va OATP1B3. Tenofovir alafenamid chi yéu dugc
thity phén tao thanh tenofovir boi carboxylesterase 1 & té bao gan nguyén phat. Tenofovir ndi bao sau
do duge phosphoryl hoa thénh chdt chuyén héa c6 hoat tinh quo'c Iy la tenofovir diphosphat.
Tenofovir diphosphat (rc ¢hé sur sao chép ctia HBV thong qua sy két hop vao ADN cua virus bdi men
sao chép nguge clia HBV, dén dén két thic chudi ADN.

Tenofovir ¢6 hoat tinh dic higu véi virus viém gan B va virus gdy suy gidm mién dich & nguoi (HIV-
1 va HIV-2). Tenofovir diphosphat la E]]ét chit trc ché ‘yéu céc ADN polymerase cEfla dong vat co vi
bao gom ADN polymerase y clia ty the va khéng ¢ bang ching veé ddc tinh ty thé in vitro dya trén
mét sb dinh luong bao gbm c phén tich ADN ty thé.

Hoat tinh khang virus

Hoat tinh khéang virus cta tenofovir alafenamid dugc danh gia trong té bao HepG2 dya trén bang
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phan ldp lAm sang HBV dai dién cho kiéu gen A-H. Gia tri ECsp (ndng dd hidu qua 50%) dbi véi
tenofovir alafenamid nam trong khozng tir 34,7 dén 134,4 nM, vdi ECs trung binh téng thé 1a 86,6
nM. Gi4 tri CCsp (ndng dd gay doc té bao 50%) trong té bao HepG2 12 > 44.400 nM.

Khang thubce

O nhitng bénh nhan ding tenofovir alafenamid, phén tich trinh ty duge thyc hién trén co s& két hop
va phan lap diéu tri HBV cho bénh nhén da trai qua dot virus tang vol (2 lén lién tiép ADN HBV > 69
[U/ml sau khi < 69 [U/ml, hodc 1,0 logo hodc ting cao hon ADN HBV tir diém thap nhét) hodc bénh
nhin ¢6 ADN HBV > 69 [U/ml & Tudn 48, hodic Tudn 96 hodc khi ngiing thudc sém tai hodc sau
Tuén 24.

Trong mdt phén tich téng hap cac bénh nhan diing tenofovir alafenamid & Tuén 48 (N = 20) va Tuén
96 (N = 72), khong ¢6 sur thay thé amino acid nao lién quan dén viéc khang tenofovir alafenamid
duoc xéc dinh & nhitng ching phan 1ap nay (phén tich kiéu gen va kiéu hinh).

O nhitng bénh nhan ding tenofovir alafenamid (TAF) sau khi chuyén tir didu tri tenofovir disoproxil
(TDF) dé (rc ché virus, qua 96 tudn didu tri bing tenofovir alafenamid, mdt bénh nhén trong nhém
TAT-TAF d4 trai qua mot dot blip virus (mét lan ADN HBV > 69 TU/ml) va mdt bénh nhén trong
nhom TDF-TAF da trai qua dot virus ting vot. Khong c6 sy thay thé amino acid nao caa HBV lién
quan dén khang TAF hoic TDF dugc phat hién trong 96 tuan diéu tri.

Pé khing chéo

Hoat tinh khang virus cia tenofovir alafenamid dwoc danh gia dua trén mét nhém céc chét phan lap
¢6 chira dot bién trén chat trc ché men sao chép nguoc nucleos(t)id trong té bao IepG2. Céc ching
HBYV phén lap thé hién si thay thé rtV173L, rtL.1 80M va rtM204V/1 lién quan dén kha ning d& khang
lamivudin van cdn nhay cdm véi tenofovir alafenamid (thay ddi < 2 l4n trong ECsg). Cac ching HBV
phan Iap thé hién su thay thé rtL180M, rtM204V két hop rtT184G, rtS202G hodc rtM250V lién quan
dén kha nang d& khang entecavir vin con nhay cam véi tenofovir alafenamid. Cac ching HBV phén
lap thé hién cdc thay thé don lé rtA181T, rtA181V hodc rtN236T lién quan dén kha ning dé khéng
adefovir van con nhay cdm véi tenofovir alafenamid; tuy nhién, phan lip HBV bidu hién rtA 181V két
hop rtN2367T biéu hign giam tinh nhay cdm véi tenofovir alafenamid (thay déi 3,7 lan trong ECsp). Su
lién quan vé mat lim sang cla nhiing thay thé nay chua duoc biét dén.

DPAC TINH DUQC PONG HQC

Hip thu

Sau khi udng tenofovir alafenamid khi d6i & ngudi 16n bi viém gan B man tinh, ndng d¢ dinh trong
huyét twong cua tenofovir alafenamid dat duge khoéng 0,48 gio sau khi udng. Dua trén phén tich
duge dong hoc quén thé Pha 3 & nhitng d6i tugng bi viém gan B man tinh, AUCq.4 trung binh & trang
thai 6n dinh cua tenofovir alafenamid (N = 698) va tenofovir (N = 856) twong tng la 0,22 pg.h/ml va
0,32 pg.h/ml. Cpax ¢ trang thai on dinh clia tenofovir alafenamid va tenofovir lan luot 14 0,18 va 0,02
ug/ml. Lién quan dén tinh trang lic doi, str dung tenofovir alafenamid liéu don véi bira dn gidu chat
béo lam ting 65% ndng dd tenofovir alafenamid.

Phin bo

Ty 18 gén két protein huyét tuong & ngudi cia tenofovir alafenamid trong cac mau thu thap duge tir
cAc nghién clru 1am sang 13 khoang 80%. Ty 1¢ gén két protein huyét twong & ngudi clia tenofovir it
hon 0,7% va khong phu thudc vao ndng do trong khodng lidu tir 0,01 — 25 pg/ ml.
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Chuyén héa

Chuyén héa la con dudng théi trir chinh cia tenofovir alafenamid & ngudi, chiém > 80% caa licu
dudng ubng. Céc nghién clu in vitro cho thdy tenofovir alafenamid duge chuyén héa thanh tenofovir
(chdt chuyén héa chinh) bdi carboxylesterase-1 trong té bao gan; va bang cathepsin A trong té bao
don nhén tr mau ngoai vi (PBMC) va dai thuc bdo. In vivo, tenofovir alafenamid duge thuy phén
trong L& bao dé tao thanh tenofovir (chét chuyén héa chinh), dugc phosphoryl héa thanh chét chuyén
hoa c6 hoat tinh, tenofovir diphosphat.

In vitro, tenofovir alafenamid khong dugc chuyén héa bsi CYP1A2, CYP2C8, CYP2C9, CYP2C19
hodc CYP2D6. Tenofovir alafenamid dugc chuyén héa rét it bai CYP3A4,

Thdi trir

Su bai tiét qua than cua tenofovir alafenamid khdng chuyén hoa la con duong thai trir phu véi < 1%
lidu ding dugc thai trir qua nude tiéu. Tenofovir alafenamid duge thai trir chu yéu sau khi chuyén héa
thanh tenofovir. Tenofovir alafenamid va tenofovir c6 thoi gian ban thai trong huyét twong trung binh
lan luot 12 0,51 va 32,37 gio. Tenofovir dugc thai trir khoi co thé qua thin bing ca qud trinh loc & cau
than va bai tiét chi déng & dng than.

Tuyén tinh/ khong tuyén tinh

Nong d¢ cta tenofovir alafenamid ty 1€ v6i liéu ding véi khoang lidu tir 8 dén 125 mg.

Duoc ding hoc & nhitng quén thé dic bigt

Tudi, giGi tinh va ddn téc

Khéng c6 su khac biét ¢6 lién quan lim sang vé duoc dong hoc theo tudi hodc dén toe. Sy khéc bigt
v& duoe ddng hoc theo gidi tinh khang dugc coi la c6 lién quan vé mat 14m sing.

Suy gan

& nhitng bénh nhan suy gan ndng, tdng ndng do tenofovir alafenamid va tenofovir trong huyét twong
thép hon néng dd & nhitng bénh nhén ¢6 chitc ndng gan binh thuong. Khi duge hiéu chinh vé sy gan
két v&i protein, ndng @9 tenofovir alafenamid khong lign két (tu do) trong huyét twong & ngudi suy
gan nang va chirc ning gan binh thuong 1a twong tu nhau.

Suy thdn

Quan sat thz”iy khong cé sy khac biét lién quan vé mit |am sang duoc dfng hoc cua tenofovir
alalenamid hoiic tenofovir gitta ngudi khoe manh va bénh nhan suy thin ning (Cre udéce tinh > 15
nhung < 30 ml/ phiit) trong cdc nghién ctiu vé tenofovir alafenamid.

O nhitng ddi tuong 6 ESRD (do thanh thai creatinin udc tinh < 15 ml/ phit) dang chay than nhan tao
man tinh duge ding tenofovir alafenamid (N = 5), néng dd tenofovir cao hon déng ké so vcn nhiing
dbi tugng c6 chirc nang than binh thuong. Quan sat thdy khong cé sy khac biét lién quan vé mit lam
sang duoe déng hoc cua tenofovir alafenamid & nhitng bénh nhan bi ESRD dang chay thén nhan tao
man tinh so v&i nhitng ngudi c6 chirc ndng thin binh thudng.

Tre em

Dugc dong hoc cua tenofovir alafenamid va tenofovir dd duge danh gia & thanh thiéu nién nhlem
HIV-1 chua timg diéu tri, dé ding tenofovir alafenamid (10 mg) cling v&i dang vién két hop liéu co
dinh chira elvitegravir, cobicistat va emtricitabin. Quan sét thdy khong c6 sy khac biét lién quan vé
mat lam sang duge dong hoc clia tenofovir alafenamid hodc tenofovir giita cac d6i twong nhiém HIV-
1 vi thanh nién va ngudi lon.
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SUMMARY OF PRODUCT CHARACTERITICS

Rx This drug should be used only under prescription,

FORVIBEST Film-coated tablet

Tenofovir alafenamide 25 mg

Keep out of reach of children.
Read & Administration carefully before using.

For any more information, please consult your doctor.

COMPOSITION

Active ingredient

Each film-coated tablet contains: Tenolovir alafenamide (as Tenofovir alafenamide fumarate) 25 mg
Excipients: D-Mannitol, Magnesium oxide, Low-substituted hydroxypropoyl cellulose,
Magnesium stearate, Opadry AMB II 88A220029 Ycllow (Polyvinyl alcohol, Tale, Titanium
dioxide, Glyceryl mono and dicaprylocaprate, Sodium lauryl sulfate. Iron oxide yellow, Iron oxide
red).

PHARMACEUTICAL FORM

Film-coated tablet

Description: Yellow, round film-coated tablet, engraved with “UT” on one side and “CL” on the

other side.
INDICATIONS

FORVIBEST is indicated for the treatment of chronic hepatitis B in adults and adolescents (aged 12
years and older with bodyweight at least 35 kg).

POSOLOGY AND METHOD OF ADMINISTRATION

Therapy should be initiated by a physician experienced in the management of chronic hepatitis B.

Posology

Adults and adolescents (aged 12 years and older with body weight at least 35 kg): one tablet once

daily.

Treatment discontinuation

Treatment discontinuation may be considered as follows:

- In HBeAg-positive patients without cirrhosis, treatment should be administered for at least 6-12
months after HBe seroconversion (IIBeAg loss and HBV DNA loss with anti-HBe detection) is
conlirmed or until HBs seroconversion or until there is loss of efficacy. Regular reassessment is
recommended after treatment discontinuation to detect virological relapse.

- In HBeAg-negative patients without cirrhosis, treatment should be administered at least until
HBs seroconversion or until there is evidence of loss of efficacy. With prolonged treatment for
more than 2 ycars, regular reassessment is recommended to confirm that continuing the selected

therapy remains appropriate for the patient.

Page 1/10



https://trungtamthuoc.com/

Missed dose

If a dose is missed and less than 18 hours have passed from the time it is usually taken, the patient
should take Forvibest as soon as possiblc and then resume their normal dosing schedule. If more
than 18 hours have passed from the time it is usually taken, the patient should not take the missed
dose and should simply resume the normal dosing schedule.

If the patient vomits within 1 hour of taking Forvibest, the patient should take another tablet. If the
patient vomits more than 1 hour after taking Forvibest, the patient does not need to take another
tablet.

Special populations

Flderly

No dose adjustment of tenofovir alafenamide is required in patients aged 65 years and older.

Renal impairment

No dose adjustment of tenofovir alafenamide is required in adults or adolescents (aged at least 12
years and of at least 35 kg body weight) with cstimated creatinine clearance (Crcy) > 15 ml/min or
in patients with Cre < 15 mL/min who are receiving haemodialysis.

On days of haemodialysis, tenofovir alafenamide should be administered after completion of
haemodialysis treatment.

No dosing recommendations can be given for patients with Crey < 15 mL/min who are not receiving
haemodialysis.

Hepatic impairment

No dose adjustment of tenofovir alafenamide is required in patients with hepatic impairment.
Paediatric population

The safety and efficacy of tenofovir alafenamide in children younger than 12 years of age, or
weighing < 35 kg, have not yet been established. No data are available.

Method of administration

Oral administration. Forvibest film-coated tablets should be taken with food.
CONTRAINDICATIONS

Hypersensitivity to the tenofovir alafenamide fumarate or to any of the excipients.

WARNINGS AND PRECAUTIONS

HBY transmission

Patients must be advised that tenofovir alafenamide does not prevent the risk of transmission of
HBV to others through sexual contact or contamination with blood. Appropriate precautions must
continue to be used.

Patients with decompensafed liver disease

There are limited data on the safety and efficacy of tenofovir alafenamide in HBV infected patients
with decompensated liver disease and who have a Child Pugh Turcotte (CPT) score > 9 (i.e. class
C). Thesc patients may be at higher risk of experiencing serious hepatic or renal adverse reactions.
Therefore, hepatobiliary and renal parameters should be closely monitored in this patient
population.

Exacerbation of hepatitis
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Flares on treatment

Spontancous exacerbations in chronic hepatitis B are relatively common and are characterised by
transient increases in serum alanine aminotransferase (ALT). After initiating antiviral therapy,
serum ALT may increase in some patients. In patients with compensated liver disease, these
increases in serum ALT are gencrally not accompanied by an increase in serum bilirubin
concentrations or hepatic decompensation. Patients with cirrhosis may be at a higher risk for
hepatic decompensation following hepatitis exacerbation, and therefore should be monitored
closely during therapy.

Flares afier treatment discontinuation

Acute exacerbation of hepatitis has been reported in patients who have discontinued treatment for
hepatitis B, usually in association with rising HBV DNA levels in plasma. The majority of cases are
self-limited but severe exacerbations, including fatal outcomes, may occur after discontinuation of
treatment for hepatitis B. Hepatic function should be monitored at repeated intervals with both
clinical and laboratory follow-up for at least 6 menths after discontinuation of treatment for
hepatitis B. I appropriatc, resumption of hepatitis B therapy may be warranted.

In patients with advanced liver diseasc or cirrhosis, treatment discontinuation is not recommended
since post-treatment exacerbation of hepatitis may lead to hepatic decompensation. Liver flares are
especially scrious, and sometimes fatal in patients with decompensated liver discase.

Renal impairment

Patients with creatinine clearance < 30 mL/min.

The use of tenofovir alafenamide once daily in patients with Crep > 15 mL/min and < 30 mL/min 1s
based on Week 24 interim data on the efficacy and safety of switching from another antiviral
regimen to tenofovir alafenamide in an ongoing open label clinical study of virologically
suppressed chronic HBV-infected patients. There are very limited data on the safety and efficacy of
tenofovir alafenamide in HBV-infected patients with Crey < 15 mL/min on chronic haemodialysis.
The use of tenofovir alafenamide is not recommended in patients with Cre < 15 mIL/min who are
not receiving haemodialysis.

Nephrotoxicity

A polential risk of nephrotoxicity resulting from chronic exposure to low levels of tenofovir due to
dosing with tenofovir alafenamide cannot be excluded.

It is recommended that renal function is assessed in all patients prior to, or when initiating, therapy
with tenofovir alafenamide and that it is also monitored during therapy in all patients as clinically
appropriate. Tn patients who develop clinically significant decreases in renal function, or evidence
of proximal renal tubulopathy, discontinuation of tenofovir alafenamide should be considered.
Patients co-infected with HBV and hepatitis C or D virus

There are no data on the safety and efficacy of tenofovir alafenamide in patients co-infected with
hepatitis C or D virus. Coadministration guidance for the treatment of hepatitis C should be
followed.

Hepatitis B and HIV co-infection

HIV antibody testing should be offered to all HBV infected paticnts whose HIV-1 infection status is
unknown before initiating therapy with tenofovir alafenamide. In patients who are co-infected with
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HBYV and HIV, tenofovir alafenamide should be co-administered with other antirctroviral agents to

ensure that the patient receives an appropriate regimen for treatment ol HIV.

Co-administration with other medicinal products

Forvibest film-coated tabletr should not be co-administered with medicinal products containing
tenofovir alafenamide, tenofovir disoproxil or adefovir dipivoxil.

Co-administration of tenofovir alafenamide with certain anticonvulsants (e.g. carbamazepine,
oxcarbazepine, phenobarbital and phenytoin), antimycobacterials (e.g. rifampicin, rifabutin and
rifapentine) or St. John's wort, all of which are inducers of P-glycoprotein (P-gp) and may decrease
tenofovir alafenamide plasma concentrations, is not recommended.

Co-administration of tenofovir alafenamide with strong inhibitors of P-gp (e.g. itraconazole and
ketoconazole) may increase tenofovir alafenamide plasma concentrations. Co-administration is not
recommended.

USE IN PREGNANCY AND LACTATION

Pregnancy

There are no or limited amount ol data (less than 300 pregnancy outcomes) from the use of
tenofovir alafenamide in pregnant women. However, a large amount ol data on pregnant women
(more than 1,000 exposed outcomes) indicate no malformative nor feto/nconatal toxicity associated
with the use of tenofovir disoproxil.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity.

The use of tenofovir alafcnamide may be considered during pregnancy, if necessary.

Breast-feeding

It is not known whether tenofovir alafenamide is secreted in human milk. However, in animal
studies it has been shown that tenofovir is secreted into milk. There is insufficient information on
the effects of tenofovir in newborns/ infants.

A risk to the breast-fed newborns/ infants cannot be excluded; thercfore, tenofovir alafenamide
should not be used during breast-feeding.

Fertility

No human data on the effect of tenofovir alafenamide on fertility are available. Animal studies do
not indicate harmful effects of tenofovir alafenamide on fertility.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Tenofovir alafenamide has no or negligible influence on the ability to drive and use machines.
Patients should be informed that dizziness has been reported during treatment with tenofovir
alafenamide.

DRUG INTERACTIONS

Interaction studies have only been performed in adults.

Forvibest film-coated tablet should not be co-administered with medicinal products containing
tenofovir disoproxil, tenofovir alafenamide or adefovir dipivoxil.

Medicinal products that may affect tenofovir alufenamide

Tenofovir alafcnamide is transported by P-gp and breast cancer resistance protein (BCRP).
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Medicinal products that are P-gp inducers (e.g., rifampicin, rifabutin, carbamazepine, phenobarbital
or St. John's wort) are expected to decrease plasma concentrations of tenofovir alafenamide, which
may lead to loss of therapeutic effect of tenofovir alafenamide. Coadministration of such medicinal
products with tenofovir alafenamide is not recommended.

Co-administration of tenofovir alafenamide with medicinal products that inhibit P-gp and BCRP
may increase plasma concentrations of tenofovir alafenamide. Co-administration of strong
inhibitors of P-gp with tenofovir alafenamide is not recommended.

Tenofovir alafenamide is a substrate of OATPIBI and OATPIB3 in vitro. The distribution of
tenofovir alafenamide in the body may be affected by the activity of OATP1B1 and/or OATP1B3.
Effect of tenofovir alafenamide on other medicinal products

Tenofovir alafenamide is not an inhibitor of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, or
CYP2D6 in vitro. It is not an inhibitor or inducer of CYP3A in vivo.

Tenofovir alafenamide is not an inhibitor of human uridine diphosphate glucuronosyltransferase
(UGT) 1AL in vitro. It is not known whether tenofovir alafenamide is an inhibitor of other UGT
enzymes.

Drug interaction information for tenofovir alafenamide with potential concomitant medicinal
products

Anticonvulsants

Carbamazepine: Co-administration is not recommended because it may decrease Cay of tenofovir
alafenamide.

Oxcarbazepine, phenobarbital, phenytoin: Co-administration with tenofovir alafenamide is not
recommended.

Midazolam: No dose adjustment of midazolam (administered orally or IV) is rcquired when
tenofovir alafenamide is co-administratered with midazolam. There was no change in tenofovir

alafenamide AUC or Cpay.

Antidepressants

Sertraline: No dose adjustment of tenofovir alafenamide or sertraline is required because Ciax and
AUC of tenofovir alafenamide and sertraline are no change.

Antifungals

Itraconazole, ketoconazole: Co-administration is not recommended.

Antimycobacterials

Rifampicin, rifapentine, rifabutin: Co-administration is not recommended.

HCYV antiviral agents

Sofosbuvir: No dose adjustment of tenofovir alafenamide or sofosbuvir is required.
Ledipasvir/sofosbuvir: No dose adjustment of tenofovir alafenamide or ledipasvir/sofosbuvir is
required.

Sofosbuvir/velpatasvir: No dose adjustment of tenofovir alafenamide or sofosbuvir/velpatasvir is
required.

Sofosbuvir/velpatasvir/voxilaprevir: No dose adjustment of tenofovir alafenamide or
sofosbuvir/velpatasvir/voxilaprevir is required.

HIV antiretroviral agents — Protease inhibitars
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Atazanavir/cobicistat, ~Atazanavir/ritonavir, Lopinavir/ritonavir: Co-administration is  not
recommended because it may decrease Cmay and AUC of tenofovir alafenamide.
Darunavir/cobicistat, Darunavir/ritonavir: Co-administration is not rccommended because it may
decrease Cpax and AUC of tenofovir.

Tipranavir/ritonavir: Co-administration is not recommended.

HIV antiretroviral agents — Integrase inhibitors

Dolutegravir: No dose adjustment of tenofovir alafenamide or dolutegravir is required.

Raltegravir: No dose adjustment of tenofovir alafenamide or raltegravir is required.

HIV antiretroviral agents — Non-nucleoside reverse transcriptase inhibitors

Cfavirenz, nevirapine, rilpivirine: No dose adjustment of tenofovir alafenamide or efavirenz or
nevirapine or rilpivirine is required.

HIV aniiretroviral agents — CCR5 receptor antagonist

Maraviroc: No dose adjustment of tenofovir alafenamide or maraviroce is required.

Herbal supplements

St. John's wort (Hypericum perforatum): Co-administration is not recommended due to it may
decrease plasma concentrations of tenofovir alafenamide.

Oral contraceptives

Norgestimate, ethinylestradiol: No  dose adjustment of tenofovir alafenamide or
norgestimate/ethinylestradiol is required.

ADVERSE EFFECTS (ADR)

Summary of the safety profile

Assessment of adverse reactions is based on pooled safety data from 2 controlled Phase 3 studies in
which 866 HBV infected viremic patients with elevated serum ALT levels received 25 mg
tenofovir alafenamide once daily in a double-blind fashion through Week 96 (median duration of
blinded study drug exposure of 104 weeks) and from post-marketing experience. The most
frequently reported adverse reactions were headache (12%), nausea (6%), and fatigue (6%). After
Week 96, paticnts either remained on their original blinded trcatment or received open-label
tenofovir alafenamide. Changes in lipid laboratory tests were observed. No additional adverse
reactions to tenofovir alafenamide were identified from Week 96 through Week 144 in the double-
blind phase and in the subsel of subjccts receiving open-label tenofovir alafenamide treatment.

In a double-blind, randomized, active-controlled study in virologically suppressed subjects who
switched from tenofovir disoproxil to 25 mg tenofovir alafenamide (N=243), changes in lipid
laboratory tests were observed.

Summary of adverse reactions

The following adverse drug reactions have been identified with tenofovir alafenamide in patients
with chronic hepatitis B. The adversc reactions are listed below by body system organ class and
frequency based on the Weck 96 analysis.

Very common, ADR > 1/10
Nervous system disorders: Ileadache.
Common, ADR > 1/100
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Nervous system disorders: Dizziness.

Gastrointestinal disorders: Diarrhoea, vomiting, nausea, abdominal pain, abdominal distension,
flatulence.

Hepatobiliary disorders: Increased ALT.

Skin and subcutaneous tissue disorders: Rash, pruritus.

Musculoskeletal and connective tissue disorders: Arthralgia.

General disorders: Fatigue.

Uncommon, 1/1000 < ADR < 1/100

Skin and subcutaneous tissue disorders: Angioedema’, urticaria’.
' Adverse reaction identified through post-marketing surveillance for tenofovir alafenamide-
containing products.

Metabolic parameters

Body weight and levels of blood lipids and glucose may increase during therapy.

Inform your doctor in case of any adverse reactions related to drug use.

OVERDOSE AND TREATMENT

If overdose occurs, the patient must be monitored for evidence of toxicity.

Treatment of overdose with tenofovir alafenamide consists of general supportive measures
including monitoring of vital signs as well as observation of the clinical status of the patient.
Tenofovir is efficiently removed by hacmodialysis with an extraction coefficient of approximately
54%. Tt is not known whether tenofovir can be removed by peritoneal dialysis.
PHARMACODYNAMIC PROPERTIES

Pharmacotherapeutic group: Antiviral for systemic use, nucleoside and nucleotide reverse
transcriptase inhibitors.

ATC code: JOSAT13.

Mechanism of action

Tenofovir alafenamide is a phosphonamidate prodrug of tenofovir (2-deoxyadenosine
monophosphate analogue). Tenofovir alafenamide enters primary hepatocytes by passive diffusion
and by the hepatic uptake transportcrs OATPIB1 and OATPIB3. Tenofovir alafenamide is
primarily hydrolysed to form tenofovir by carboxylesterase | in primary hepatocytes. Intracellular
tenofovir is subsequently phosphorylated to the pharmacologically active metabolite tenofovir
diphosphate. Tenofovir diphosphate inhibits IIBV replication through incorporation into viral DNA
by the HBV reverse transcriptase, which results in DNA chain termination.

Tenofovir has activity that is specific to hepatitis B virus and human immunodeficiency virus (HIV-
1 and HIV-2). Tenofovir diphosphate is a weak inhibitor of mammalian DNA polymerases that
include mitochondrial DNA polymerase vy and there is no evidence of mitochondrial toxicity in
vitro based on several assays including mitochondrial DNA analyses.

Anftiviral activity

The antiviral activity of tenofovir alafenamide was assessed in HepG2 cells against a panel of HBV

clinical isolates representing genotypes A-H. The ECso (50% effective concentration) values for
tenofovir alafenamide ranged from 34.7 to 134.4 nM, with an overall mean ECsy of 86.6 nM. The
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CCsp (30% cytoloxicity concentration) in HepG2 cells was > 44,400 nM.

Resistance

In patients receiving tenofovir alafenamide, sequence analysis was performed on paired bascline
and on-treatment [IBV isolates for patients who either experienced virologic breakthrough (2 '
consecutive visits with HBV DNA > 69 TU/mL after having been < 69 1U/mL, or 1.0 logo or
greater increase in HBY DNA from nadir) or patients with HBV DNA > 69 [U/ml. at Week 48, or
Wecek 96 or at early discontinuation at or aller Week 24.

In a pooled analysis of patients receiving tenofovir alafenamide at Week 48 (N = 20) and Week 96
(N = 72), no amino acid substitutions associated with resistance to tenofovir alafenamide were
identified in these isolates (genotypic and phenotypic analyses).

In virologically suppressed patients receiving tenofovir alafenamide (TAF) following switch from
tenofovir disoproxil (TDT) treatment, through 96 weeks of tenofovir alafenamide treatment onc
patient in the TAF-TAT group experienced a virologic blip (one visit with HBV DNA > 69 IU/mL)
and one patient in the TDE-TAF group experienced a virologic breakthrough. No HBV amino acid
substitutions associated with resistance to TAF or TDF were detected through 96 weeks of
lreatment.

Cross-resistance

The antiviral activity of tenofovir alafenamide was evaluated against a panel of isolates containing
nucleos(t)ide reverse transcriptase inhibitor mutations in HepG2 cells. HBV isolates expressing the
rtV173L, rtL180M, and rtM204V/I substitutions associated with resistance to lamivudine remained
susceptible to tenofovir alafenamide (< 2-fold change in ECsp). HBV isolates expressing the
tL,180M, rtM204V plus rtT184G, rtS202G, or tM250V substitutions associated with resistance to
entecavir remained susceptible to tenofovir alafenamide. HBV isolates expressing the rtA18IT,
rtA181V, or rtN236T single substitutions associated with resistance to adefovir remained
susceptible to tenofovir alafenamide; however, the HBV isolate expressing rtA181V plus riN236T
exhibited reduced susceptibility to tenofovir alafenamide (3.7-fold change in ECsp). The clinical
relevance of these substitutions is not known.

PHARMACOKINETICS PROPERTIES

Absorpfion

Following oral administration of tenofovir alafenamide under fasted conditions in adult patients
with chronic hepatitis B, peak plasma concentrations of tenofovir alafenamide were observed
approximately 0.48 hours post-dose. Based on Phase 3 population pharmacokinetic analysis in
subjects with chronic hepatitis B, mean steady state AUCq.24 for tenofovir alafenamide (N = 698)
and tenofovir (N = 856) were 0.22 pg.h/mL and 0.32 pg.h/mL, respectively. Steady state Cpax for
tenofovir alafenamide and tenofovir were 0.18 and 0.02 ug/mL, respectively. Relative to fasting
conditions, the administration of a single dosc of tenofovir alafenamide with a high fat meal
resulted in a 65% increase in tenofovir alafenamide exposure.

Distribution

The binding of tenofovir alafenamide to human plasma proteins in samples collected during clinical
studies was approximately 80%. The binding of tenofovir to human plasma proteins is less than
0.7% and is independent of concentration over the range of 0.01-25 pg/mL.

Biotransformation
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Metabolism is a major elimination pathway for tenofovir alafenamide in humans, accounting for >
80% of an oral dose. In vitro studies have shown that tenofovir alafenamide is metabolised to
tenofovir (major metabolite) by carboxylesterase-1 in hepatocytes; and by cathepsin A in peripheral
blood mononuclear cells (PBMCs) and macrophages. i vivo, tenofovir alalenamide is hydrolysed
within cells to form tenofovir (major metabolite), which is phosphorylated to the active metabolite,
tenofovir diphosphate.

In vitro, tenofovir alafenamide is not metabolised by CYP1A2, CYP2CS8, CYP2C9, CYP2CI9, or
CYP2Dé. Tenofovir alafenamide is minimally metabolised by CYP3A4.

Elimination

Renal excretion of intact tenofovir alafenamide is a minor pathway with < 1% of the dose
eliminated in urine. Tenofovir alafenamide is mainly eliminated following metabolism to tenofovir.
Tenofovir alafenamide and tenofovir have a median plasma half-life of 0.51 and 32.37 hours,
respectively. Tenofovir is renally eliminated from the body by the kidneys by both glomerular
filtration and active tubular secretion.

Linearify/non-linearity

Tenolovir alafenamide exposures are dose proportional over the dose range of 8 to 125 mg.
Pharmacokinetics in special populations

Age, gender and ethnicity

No clinically relevant differences in pharmacokinetics according to age or ethnicity have been
identified. Differences in pharmacokinetics according to gender were not considered to be clinically
relevant.

Hepatic impairment

In patients with severe hepatic impairment, total plasma concentrations of tenofovir alafenamide
and tenofovir are lower than those seen in subjects with normal hepatic function. When corrected
for protein binding, unbound (free) plasma concentrations of tenofovir alafenamide in severe
hepatic impairment and normal hepatic function are similar.

Renal impairment

No clinically relevant differences in tenofovir alafenamide or tenofovir pharmacokinetics were
observed between healthy subjects and patients with severe renal impairment (estimated Crey >
15 but < 30 mI./min) in studies of tenofovir alafenamide.

Exposures of tenofovir in-subjects with ESRD (eslimated creatinine clearance < 15 mL/min) on
chronic haemodialysis who received tenofovir alafenamide (N = 5) were substantially higher than
in subjects with normal renal [unction. No clinically relevant differences in tenolovir alafenamide
pharmacokinetics were observed in patients with ESRD on chronic haemodialysis as compared to
those with normal renal function.

Paediatric population

The pharmacokinetics of tenofovir alafenamide and tenofovir were evaluated in HIV-1 infccted,
treatment-naive adolescents who received tenofovir alafenamide (10 mg) given with elvitegravir,
cobicistat and emtricitabine as a fixed-dose combination tablet. No clinically relevant differences in
tenofovir alafenamide or tenofovir pharmacokinetics were observed between adolescent and adult
HIV-1 infected subjects.
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PACKAGE

10 Film-coated tablets/ Blister x 3 Blisters/ Alu-foil bag/ Box.

STORAGE

Preserve in well-closed container. Store at room temperature not exceeding 30°C.
SHELF LIFE

36 months from manufacluring date.

Do not exceed the expired date for use printed on the box

SPECIFICATION

In-house.

NAME AND ADDRESS OF MANUFACTURER

Manufactured by

KOREA UNITED PHARM. INT'L JSC

No. 2A, Tu Do Boulevard, Vietnam - Singapore Industrial Park, Thuan Giao Ward, Thuan An City,
Binh Duong Province, Vietnam.
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