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TOPSOVIR

Tenofovir alafenamid 25 mg
Doc kj hwong dian sik dung trude khi ding

hanh phén céng thire thude:

M3di vién nén bao phim chira:
- Thanh phan diroc chit:
Tenofovir alafenamid... ..25,00 mg.
- Thanh phdn té duoe: Mlcrocrystalhne Cellulcse Type M] 12D+ Pregelatlmzed starch Syloid 244FP,
Magnesi stearate, Pharmacoat 606, Opadry AMB II (Polyvinyl Alcohol-Part. Hydrolyzed; Talc:
Titanium Dioxide; GMDCC NF, GMCC Type 1 Pheur, GLYCEROL OF FA JSFA; Sodium Lauryl
Sulfate), Red Iron Oxide.
2. Dang bao ché: Vién nén bao phim.
M@ ta sém phdm: Vién nén bao phim hinh tron mau hdng, hai mat vién nhén, thanh va canh vién lanh
lan.
3. Chi dinh
TOPSOVIR duoc chi dinh dé diéu tri viém gan B man tinh & ngudi 16n va thanh thiéu nién (tir 12 tuéi
tr& 1én véi trong lugng co thé it nhat 35 kg).
4. Liéu lrgng va cich diing
Nén duoc tu van bai mot bac si ¢6 kinh nghiém trong vige kiém sodt bénh viém gan B man tinh.
Liéu lwgng:
Ngudi 16n va thanh thiéu nién (tir 12 tudi tr& 1én véi trong lugng co thé it nhat 35 kg): mdt vién mot
lan moi ngay.
Viéc ngieng diéu tri cé thé duoc xem xét nhi sau:

<0 nhung bénh nhén c¢6 HbeAg dwong tinh khong bi xo gan, nén diéu tri it nhét 6-12 thang sau khi su
chuycn doi huyet thanh HBe (HbeAg(-), HBV DNA (-), anti-Hbe (+)) dugc xdc nhan hoéc cho dén khi
¢6 chuyén déi huyct thanh HBs ho#c cho dén khi diéu tri mat hiéu qua. Nén thudng xuyén danh gia lai
sau khi ngimg didu tri dé phat hién vi-rit tai phat.
« 0 nhimg bénh nhédn c6 HBeAg am tinh khdng bi xo gan, nén diéu tri it nhat cho dén khi c6 chuyén
dbi huyét thanh HBs hodc cho dén khi ¢6 bang chimg mat téc dung. Khi diéu tri kéo dai hon 2 nam,
nén dénh gi lai thuong xuyén dé xéc nhin ring viée tiép tuc liéu phap da chon c6 con phu hop véi
bénh nhén hay khdng.
Liéu bi bé 16
Néu bd 15 mét liéu va chu‘a duge 18 gio ké tir thoi diém thuong ding, bénh nhin nén ding
TOPSOVIR cang sém cang tét va sau d6 tiép tuc ding thube theo lich trinh binh thudng cua ho. Ncu
da hon 18 git ké tir thoi diém thudng ding thudc, bénh nhan khéng nén ding liu dd quén ma chi can
t1ep tuc theo lich dung thuée binh thudng.
Néu bénh nhan bi nén trong vong 1 gi& sau khi uong TOPSOVIR, bénh nhén nén uﬁng thém vién
khéc. Néu bénh nhan bi non sau 1 gio' k& tir khi uéng TOPSOVIR, bénh nhan khong can ubng thém
vién khéc.
Déi tugng bénh nhéan ddc biét:
» Ngudi cao tudi: Khong cin diéu chinh liéu TOPSOVIR & bénh nhén tir 65 tudi rd 1én.
* Suy than: Khong cin diéu chinh liéu TOPSOVIR & ngum 16n hodic thanh thiéu nién (it nhét 12 tudi
va it nhit 35 kg thé trong) véi do thanh thai creatinin ude tinh (CrCl) >15 mUphut hodc & nhiing bénh
nhan ¢é CrCl <15 mL/phiit dang dugc chay thdn nhén tao. Vao nhimg ngay chay thén nhén tao, nén
dung TOPSOVIR sau khi hoan thanh qua trinh diéu tri chay thdn nhén tao. Khong c6 khuyén cdo vé
liéu ding cho bénh nhén CrCl <15 mL/phit khéng duoc thim tach méu.

» Suy gan: Khong cén diéu chinh liéu TOPSOVIR ¢ bénh nhén suy gan.
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« Tré em: Tinh an todn va hiéu qua cia TOPSOVIR ¢ tré em dudi 12 tudi hoic cin ning <35 kg van
chua duoc xac dinh.
Cich dung: Dung dudng udng. Nén diing chung trong bira an.
5. Chéng chi dinh
Qua min cam véi bat ky thanh phan nao cia thude.
6. Canh bdo va than trong
Lay truvén HBV
Bénh nhan phai dugc théng bao ring TOPSOVIR khéng thé ngin ngira nguy co lay truyén HBV cho
ngudi khic qua dudng tinh duc hay duong méu. Céc bién phap phong ngira thich hop phai tiép tuc
duge sir dung.
Bénh nhdn bi bénh xo gan mdt bil
Khong c6 nhidu dir liéu vé tinh an toan va hiéu qua cua TOPSOVIR & bénh nhén nhiém HBV bi bénh
X0 gan mat bii va nhitng ngudi ¢6 diém Child Pugh Turcotte (CPT) > 9 (ttc loai C). Nhimg bénh nhan
ndy c6 thé cé nguy co cao gép cac phan ung khéng mong mudn vé gan hodc thin nghiém trong. Do
do, céc thong sb gan mat va thin cin dugc theo ddi chit ché & nhém bénh nhan nay.
Dot cdp ctia bénh viém gan
Biing phdt khi diéu tri dot cdp
Tu phét & bénh viém gan B man tinh twong ddi phd bién va dic trung béi sy gia ting thoang qua cua
alanin aminotransferase huyét thanh (ALT). Sau khi bét dau diéu tri khang vi-rit, ALT huyét thanh cé
thé tang & mot s6 bénh nhéan. O nhitng bénh nhén bj bénh gan con b, s gia ting cua ALT huyét thanh
thuong khong kém theo su gia tang nong do bilirubin huyét thanh hay mét bu & gan. Bénh nhan xo gan
c6 kha nang cao bl mét bit & gan sau dot cép cua bénh viém gan, do d6 can dugc theo d6i chat chg
trong qua trinh diéu tri.
Bing phat sau khi ngimg diéu tri
Pot cép cia bénh viém gan siéu vi da duge bdo cdo & nhitng bénh nhén da ngimg diéu tri viém gan B,
thudng lién quan den viée taing néng d6 HBV DNA trong huyét tuong. Phan Iém céc trudng hop tu
khoi nhung dot cép thi ning, c6 kha ning tir vong, c6 thé xéy ra sau khi ngimg diéu tri viém gan B.
Cén theo déi chiic niing gan trong khoang thoi gian 13p lai bing cach theo ddi lam sang va xét nghiém
it nhat 6 thang sau khi ngimg diéu tri viém gan B. Néu thich hop, viée tiép tuc diéu tri viém gan B ¢6
thé dugc dam bao.
o) nhung bénh nhéan bi bénh gan hoac X0 gan tién trién, khong nén ngimg didu trj vi dot cip ctia bénh
viém gan sau diéu tri ¢6 thé din dén mét bu & gan. Céc con bung phét & gan déc biét nghiém trong, va
d@di khi gy tir vong & nhirng bénh nhén bi bénh gan mat bu.

Suy than

Bénh nhdn c6 do thanh thai creatinin <30 mL/phut.

Viéc st dung TOPSOVIR mot lan mdi ngdy O nhitng bénh nhén c6 CrCl 2 15 mL/phit va < 30
mL/phit 13 dya trén dir ligu tam thoi ctia Tuan 24 vé hiéu qua va dd an toan cua viéc chuyén déi tir
mdt ché d6 _khang vi-rt khac sang tenofovir alafenamid trong mét nghién ciru nhan mé dang dugc
thuc hién vé bénh nhan nhiém HBV man tinh bi irc ché vé mit vi-rit hoc. C6 rét it dit liéu v& tinh an
toan va hiéu qua ciia TOPSOVIR & bénh nhén nhiém HBV vdi CrCl < 15 mL/phit dang chay thén
nhdn tao mén tinh.

Viée sir dung TOPSOVIR khéng dugc khuyén cédo ¢ nhitng bénh nhén c6 CrCl < 15 mL/phit khéng
dugc thim tach mau.

Déc tinh trén than

Khéng thé loai trir nguy co tiém 4n déc tinh trén than do tiép xiic véi lugng tenofovir thip lién tuc
trong thoi gian dai.

Nén danh gia chic nang than & tit ca bénh nhan trudc hogc khi bit dAu diéu tri bing TOPSOVIR va
theo dai trong sudt qué trinh diéu tri. Nhimg bénh nhén bi suy glam chirc néng than dang ké vé mit
lam sang, hoic c6 bang chimg vé bénh ong thin doan gan, nén xem xét viéc ngimg su dung
TOPSOVIR.
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Bénh nhdn dong nhiém HBY va vi-rit viém gan C hodc D
Khéng c6 dit liéu vé tinh an toan va hiéu qua cia TOPSOVIR & bénh nhan ddng nhiém vi-rit viém
gan C hozc D. Cin tuéin thi huéng din dong ding trong diéu tri viém gan C.
Bénh nhin déng nhiém HIV va vi-rit viém gan B
Nén xét nglu;m khéng thé HIV cho tit ca bénh nhén nhiém HBV ma tinh trang_ nhiém HIV-1 chua
dugc biét 16 trude khi bit dhu diéu tri bing TOPSOVIR. O nhiing bénh nhén dong nhiém HBV va
HIV, TOPSOVIR nén dugc dung ddng thoi véi cac thube khang retrovirus khac dé dam bao rang bénh
nhan ¢6 dugc mot phac db diéu tri HIV thich hop.
Dimg chung véi cée thubce khdc
Khong nén ding TOPSOVIR dbng thdi véi cde thube c6 chia tenofovir alafenamid, tenofovir
disoproxil hodc adefovir dipivoxit
Khong khuyén cdo sir dung déng thoi TOPSOVIR véi mét so thudc chdng co gidt (vi du nhu
carbamazepin, oxcarbazepin, phenobartbital va phenytoin), thude khang m}vsobacrena (vi du nhur
rifampicin, rifabutin va rifapentin) hogc St. John’s wort, nhiing thuoc 14 chét cam tmg P-glycoprotein
(P-gp) vi c6 thé lam giam nong d tenofovir alafenamid trong huyét tuong.
St dung déng thoi TOPSOVIR vdi cac chét Gc ché manh P-gp (vi du nhu itraconazol va ketoconazol)
c6 thé lam tang ndng do tenofovir va alafenamid trong huyét twong. Khong nén sir dung ddng thoi.
Canh bdo td duoc
TOPSOVIR c¢é chira lactose monohydrat. Bénh nhén c6 cac vén @2 di truyén hiém gép vé khong dung
nap galactose, thiéu hut lactase toan phan hodc kém hép thu glucose-galactose khong nén ding thudc
nay.
Thubc ndy chia it hon 1 mmol natri (23 mg) mdi vién, nghia la vé co ban 12 “khong c6 natri”.
7. Sir dung thude cho phu nir c6 thai, cho con bi va kha ning sinh san
Phu nir c6 thai
Khéng c6 hoic cé it dit liéu (it hon 300 két qua) vé viéc sir dung tenofovir alafenamid & phu nir mang
thai. Tuy nhién, mét luong I6n dir liéu vé phu nit mang thai (hon 1000 két qua phoi nhiém) cho thiy
khéng ¢6 di tit cling nhu ddc tinh d8i v6i thai nhi/tré so sinh lién quan dén viée sir dung tenofovir
disoproxil.
Céc nghién ciru trén dong vat khong chi ra tac hai truc tiép hoac gidn tiép d6i véi doc tinh sinh san.
Viéc sir dung tenofovir alafenamid c6 thé dugc xem xét trong thi k¥ mang thai, néu can thiét.
Phu nir cho con bu
Chua c6 chimg minh tenofovir alafenamid c6 duoc tiét vao sira me hay khéng. Tuy nhién, trong cdc
nghién ctru trén dong vét, ngudi ta di chi ra ring tenofovir dugc tiét vao sita. Khéng cé du thdng tin vé
tac dung cua tenofovir & tré so sinh/tré nho.
Kha nang sinh san
Khéng c6 dir liéu trén ngudi vé anh huéng clia tenofovir alafenamid d6i véi kha ning sinh san. Cac
nghién ciru trén dong vat khdng chi ra tic hai cla tenofivir alafenamid d6i v6i kha ning sinh san.
8. Anh hudng ciia thudc 1én kha niing ldi xe, vin hanh may méc
TOPSOVIR khéng c6 hodc anh hudng khong dang ké dén kha ning 14i xe va st dung mdy méc. Bénh
nhan nén duge thdng bédo ring da c6 bdo cdo vé kha nang bi chong mit trong khi diéu tri v&i tenofovir
alafenamid.
9. Twong tic, twong ky ciia thude
Nghién ctru twong tic thude chi duge thuc hién & ngudi 16n.
Khéng nén dung chung TOPSOVIR véi cdc thude c6 chira tenofovir disoproxil, tenofovir alafenamid
hoic adefovir dipivoxil.
Céc thube dimng chung cd thé anh hwéng dén tenofovir alafenamid
Tenofovir alafenamid duoc vin chuyén bdi P-gp va protein khéng ung thu vii (BCRP). Cic thudc 1a
chét cam ing P-gp (vi du: rifampicin, rifabutin, carbamazepin, phenobarbital hogc St. John's wort)
duoc cho la s& lam giam ndng d9 tenofovir alafenamid _trong huyét twong, c6 thé lam mat tac dung
diéu tri cia TOPSOVIR. Khéng nén ding chung cac thube nay véi TOPSOVIR.
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Dung dong thoi tenofovir alafenamid véi céc san phém thuéc tc ché P-gp va BCRP ¢6 thé lam tang
ndng do tenofovir alafenamid trong huyét tuong. Khéng khuyén cdo ding déng thoi cdc chit tc ché
manh P-gp vdi tenofovir alafenamid.
Tenofovir alafenamid 1a chét nén ciia OATP1B1 va OATPIB3 in vitro. Sy phin bé ciia tenofovir
alafenamid trong co thé c6 thé bi anh hudng boi hoat dong cia OATP1B1 va/hodic OATP1B3.

Anh heémg cia tenofovir alafenamid Ién cdc thuéc khdc

Tenofovir alafenamid khong phai la chét lic ché CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19
hodc CYP2D6 in vitro. N6 khong phai la chét tic ché hoic chit cam tmg CYP3A in vivo.

Tenofovir alafenamid khong phai la chét trc ché uridin diphosphat glucuroncsyitransferase (UGT) 1A1
& ngudi in virro. Van chua biét liéu tenofovir alafenamid ¢6 phai la chét irc ché céc enzym UGT khéc
hay khéng.

Théng tin twong tac thuée ciia TOPSOVIR khi ding chung voi céc thude khac dugc tom tit & bang
bén dudi (tang duge biéu thi 1a “1”, giam 12 “|”, khong thay ddi 1a “~”; hai 1an m&i ngay 1a “b.i.d.”
lifu duy nhét 1a “s.d.”, mot lan mdi ngdy 1a “q.d.”; va tiém tinh mach la “IV™). Céc tuong tac thuoc
dugc mo ta dua trén cac nghién citu dugc thuc hién véi tenofovir alafenamid, hodc 1a cdc tuong tac

thudc tidm 4n c6 thé xay ra véi TOPSOVIR.
Tuong tic gita TOPSOVIR va cac thude khie

San phim thudc theo vi tri diéu

tri

Anh hwomg dén ndng @d
thude. &b

Ty 1é trung binh (khoang
tin cdy 90%) cho AUC,
Cm , Cmin

Khuyén nghi lién quan dén vige sir
dung déng thoi véi TOPSOVIR

THUOC CHONG CO GIAT

Carbamazepin

(300 mg uéng, b.i.d.)
'Tenofovir alafenamid
(25 mg ubng, s.d.)

Tenofovir alafenamid

| Ciax 0,43 (0,36, 0,51)

| AUC 0,45 (0,40, 0,51)
Tenofovir

| Cmax 0,70 (0,65, 0,74)
« AUC 0,77 (0,74, 0,81)

Khong nén dung chung.

Oxcarbazepin
Phenobarbital

Tuong tac chua duge nghién
clru.

Ky vong:

| Tenofovir alafenamid

Khéng nén diung chung.

Phenytoin Tuong téc chua dugc nghién|Khdng nén diing chung.
clru.
Ky vong:
| Tenofovir alafenamid
Midazolam ¢ Midazolam Khéng can diéu chinh liéu midazolam

(2.5 mg ubng, s.d.)
Tenofovir alafenamid ©
(25 mg udng, q.d.)

e Crax 1,02 (0,92, 1,13)
« AUC 1,13 (1,04, 1,23)

(ubng hozc IV).

Midazolam ¢

(1 mg IV, s.d.)
Tenofovir alafenamid ©
(25 mg ubng, q.d.)

Midazolam
«— Cmax 0,99 (0,89, 1,11)
« AUC 1,08 (1,04, 1,14)

THUOC CHONG LAO HOA

Sertralin
(50 mg udng, s.d.)

Tenofovir alafenamid
« Cmax 1,00 (0,86, 1,16)

Khéng cin didu chinh liéu

TOPSOVIR ho#c sertralin.
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Tenofovir alafenamid ©

« AUC 0,96 (0,89, 1,03)

(10 mg ubng, q.d.) Tenofovir
> Cmax 1,10 (1,00, 1,21)
«— AUC 1,02 (1,00, 1,04)
> Cnin 1,01 (0,99, 1,03)
Sertralin Sertralin

(50 mg udng, s.d.)
Tenofovir alafenamid ®
(10 mg uéng, q.d.)

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

THUOC KHANG NAM
Itraconazol Tuong tac chua dugce nghién(Khong nén dung chung.
Ketoconazol clru.
Ky vong:
T Tenofovir alafenamid
KHANG MYCOBACTERIA
Rifampicin Tuong tac chua duge nghién{Khéng nén diing chung.
Rifapentin clu.
Ky vong:
| Tenofovir alafenamid
Rifabutin Tuong tac chua dugc nghién|Khdng nén diing chung.

clru.
Ky vong:
| Tenofovir alafenamid

TAC NHAN KHANG VI-RUT HCV

Sofosbuvir (400 mg uéng, q.d.) |Tuong tic chua duge nghién[Khong can  didu  chinh  liéu
clu, TOPSOVIR hoac sofosbuvir.
Ky vong:
«» Sofosbuvir
« (GS-331007
Ledipasvir/sofosbuvir Ledipasvir Khéng cdn diéu chinh lidu
(90 mg /400 mg udng, g.d.) — Cmax 1,01 (0,97, 1,05)  |TOPSOVIR hoic ledipasvir/
Tenofovir alafenamid® « AUC 1,02 (0,97, 1,06)  [sofosbuvir.

(25 mg ubng, q.d.)

> Cnin 1,02 (0,98, 1,07)

Sofosbuvir

> Cmax 0,96 (0,89, 1,04)
« AUC 1,05 (1,01, 1,09)
GS-331007 &

> Cnax 1,08 (1,05, 1,11)
« AUC 1,08 (1,06, 1,10)
> Cnin 1,10 (1,07, 1,12)

Tenofovir alafenamid

> Cmax 1,03 (0,94, 1,14)
« AUC 1,32 (1,25, 1,40)
Tenofovir

1 Cmax 1,62 (1,56, 1,68)

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

1 Cain 1,85 (1,78, 1,92)
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Sofosbuvir/velpatasvir Tuong tac chura dugc nghién|Khéng  cin  diéu  chinh lidu
(400 mg/100 mg udng, q.d.) clru. TOPSOVIR hoiac  sofosbuvir/
Ky vong: velpatasvir.
« Sofosbuvir
« GS-331007
« Velpatasvir
T Tenofovir alafenamid
Sofosbuvir/velpatasvir/voxilapre |Sofosbuvir Khéng can didu chinh liéu
vir (400 mg/100 mg/100 mg + |« Cmax 0,95 (0,86, 1,05)  |[TOPSOVIR hodc sofosbuvir/

100 mg 'uéng, q.d.)
Tenofovir alafenamid
(25 mg udng, q.d.)

«— AUC 1,01 (0,97, 1,06)
GS-331007 &

— Cmax 1,02 (0,98, 1,06)
— AUC 1,04 (1,01, 1,06)
Velpatasvir

> Cmax 1,05 (0,96, 1,16)
« AUC 1,01 (0,94, 1,07)
« Cmin 1,01 (0,95, 1,09)

Voxilaprevir

« Cmax 0,96 (0,84, 1,11)
« AUC 0,94 (0,84, 1,05)
> Cmin 1,02 (0,92, 1,12)

Tenofovir alafenamid

T Cmax 1,32 (1,17, 1,48)

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

velpatasvir/voxilaprevir.

CAC TAC NHAN KHANG RETROVIRUS HIV - UC CHE MEN PROTEASE

Atazanavir/cobicistat

(300 mg/150 mg udng, q.d.)
Tenofovir alafenamid ©

(10 mg udng, q.d.)

Tenofovir alafenamid

T Cmax 1,80 (1,48, 2,18)

1 AUC 1,75 (1,55, 1,98)
Tenofovir

T Cmax 3,16 (3,00, 3,33)
1+ AUC 3,47 (3,29, 3,67)
T 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)

Khéng nén ding chung.

Atazanavir/ritonavir

(300 mg/100 mg udng, q.d.)
Tenofovir alafenamid

(10 mg udng, s.d.)

Tenofovir alafenamid

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

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

T Cmax 2,12 (1,86, 2,43)

T AUC 2,62 (2,14, 3,20)
Atazanavir

« Cnmax 0,98 (0,89, 1,07)
+« AUC 0,99 (0,96, 1,01)

Khong nén dung chung.
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> Cnin 1,00 (0,96, 1,04)

Darunavir/cobicistat

(800 mg/150 mg uéng, q.d.)
Tenofovir alafenamid ©

(25 mg 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)

+ 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)
< Cnin 1,11 (0,98, 1,25)

Khong nén dung chung.

Darunavir/ritonavir

(800 mg/100 mg udng, q.d.)
Tenofovir alafenamid ©

(10 mg udng, s.d.)

Tenofovir alafenamid

T Cmax 1,42 (0,96, 2,09)
« AUC 1,06 (0,84, 1.35)
Tenofovir

T Crnax 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)
« Cnin 1,13 (0,95, 1,34)

Khéng nén dung chung.

Lopinavir/ritonavir

(800 mg/200 mg udng, q.d.)
Tenofovir alafenamid ©

(10 mg ubng, s.d.)

Tenofovir alafenamid

t Canx 2,19 (1,72, 2,19)

1 AUC 1,47 (1,17, 1,85)
Tenofovir

T Crmax 3,75 (3,19, 4,39)

1 AUC 4,16 (3,50, 4,96)
Lopinavir

«» Cmax 1,00 (0,95, 1,06)
«— AUC 1,00 (0,92, 1,09)
> Cnin 0,98 (0,85, 1,12)

Khéng nén diing chung.

Tipranavir/ritonavir

Tuong tac chua dugce nghién
ciru.

Ky vong:

| Tenofovir alafenamid

Khéng nén ding chung.

CAC TAC NHAN KHANG RETROVIRUS HIV - UC CHE INTEGRASE

Dolutegravir

(50 mg ubng, q.d.)
Tenofovir alafenamid ©
(10 mg ubng, s.d.)

Tenofovir alafenamid

1 Ciax 1,24 (0,88, 1,74)
T AUC 1,19 (0,96, 1,48)
Tenofovir

«» Cax 1,10 (0,96, 1,25)
1 AUC 1,25 (1,06, 1,47)

Dolutegravir

Khéng cdn diéu chinh
TOPSOVIR hoéc dolutegravir.

liéu
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e Cuax 1,15 (1,04, 1,27)
« AUC 1,02 (0,97, 1,08)
> Cumin 1,05 (0,97, 1,13)

Raltegravir

Tuong tic chua duge nghién
clru.

Ky vong:

«» Tenofovir alafenamid

« Raltegravir

Khéng «c¢idn diéu chinh
TOPSOVIR hoic raltegravir.

lidu

CAC TAC NHAN KHANG RETROVIRUS HIV - UC CHE ENZYM SAO CHEP NGUOC KHONG

PHAI NUCLEOSID
Efavirenz Tenofovir alafenamid Khéng cin diéu chinh liéu
(600 mg udng, q.d.) | Crmax 0,78 (0,58, 1,05) TOPSOVIR hoac efavirenz.
Tenofovir alafenamid " « AUC 0,86 (0,72, 1,02)
(40 mg udng, q.d.) Tenofovir
| Cmax 0,75 (0,67, 0,86)
« AUC 0,80 (0,73, 0.87)
« Cmin 0,82 (0,75, 0,89)
Ky vong:
« Efavirenz
Nevirapin Tuong tic chua duge nghién|Khéng c¢an  diéu  chinh  liéu
clu. TOPSOVIR hod#c nevirapin.
Ky vong:
> Tenofovir alafenamid
«» Nevirapin
Rilpivirin Tenofovir alafenamid Khong cdn diéu chinh lidu
(25 mg udng, q.d.) «» Cmax 1,01 (0,84, 1,22)  [TOPSOVIR hodc rilpivirin.
Tenofovir alafenamid «— AUC 1,01 (0,94, 1.09)
(25 mg ubng, q.d.) 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)
— Cnin 1,13 (1,04, 1,23)
CAC TAC NHAN KHANG RETROVIRUS HIV — DOI KHANG THU THE CCRS
Maraviroc Tuong tac chua dugc nghién|Khéng cdn  diéu  chinh  liéu
clru. TOPSOVIR hoédc maraviroc.
Ky vong:
« Tenofovir alafenamid
« Maraviroc
BO SUNG THAO DUQC
St. John's  wort (Hypericum|Tuong tac chua dugc nghién|Khong nén ding chung.
\perforatum) clru.

Ky vong:

| Tenofovir alafenamid

THUOC TRANH THAI PUONG UONG
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:Norgestimate Norelgestromin Khéng cin didu chinh lidu
(0,180 mg/0,215 mg/0,250 mg|«> Cmax 1,17 (1,07, 1,26)  |TOPSOVIR hoac norgestimate/ethinyl
uéng, g.d.)  AUC 1,12(1,07,1,17)  |estradiol.
Ethinylestradiol > Cmin 1,16 (1,08, 1,24)
(0,025 mg udng, q.d.) Norgestrel
Tenofovir alafenamid © > Cmax 1,10 (1,02, 1,18)
(25 mg udng, q.d.) ~ AUC 1,09 (1,01, 1,18)
 Coin 1,11/(1,03, 1,20)
Ethinylestradiol
— Cmsx 1,22 (1,15, 1,29)
— AUC 1,11 (1,07, 1,16)
—r Cmin 1,02 (0,93, 1,12)

® T4t c& cac nghién ciru twong téc thude duge thue hién & nhiing ngudi tinh nguyén khoe manh.

® T4t ca cac ranh gidi khong anh hudng 12 70% -143%.

© Nghién ciru dugc thuc hién véi vién két hop lidu ¢d dinh emtricitabin/tenofovir alafenamid.

4 Chét nén nhay cam CYP3A4.

® Nghién clu dugc thuyc hién véi vién nén két hop litu cd dinh elvitegravir/cobicistat/

emtricitabin/tenofovir alafenamid.

f Nghién ciru duoc tién hanh véi vién két hop lidu cd dinh emtricitabin/rilpivirin/tenofovir alafenamid.

¢ Chét chuyén héa luu hanh chiém vu thé cua sofosbuvir.

k Nghién ctru duoc thyc hién véi tenofovir alafenamid 40 mg va emtricitabin 200 mg.

i Nghién ciru duoc thuc hién véi voxilaprevir 100 mg dé dat duge do phoi nhiém voxilaprevir mong

doi & bénh nhén nhiém HCV.

10. Téc dung khong mong mudn (ADR)

Tém tdit hé so an toan:

Panh gid phan tmg khéng mong mudn dua trén dir liéu an toan téng hop tir 2 nghién ciru Giai doan 3

¢6 kiém soat (GS-US-320-0108 va GS-US-320-0110; “Nghién ciru 108" va “Nghién ciru 110" tuong

{ing) trong d6 866 ngudi nhiém HBV thiéu méu c6 néng do ALT huyet thanh cao duge nhén 25 mg

tenofovir alafenamid mot lin mbi ngay theo phuong phap mu doi dén hét Tuin 96 (trung binh thai

gian tiép xtic vdi thuoc cua nghién ctru mu la 104 tuan) va duya trén cdc bdo cdo sau tiép thi. Phan ung

khong mong mudn dugc bdo cdo thuong xuyén nhét 1a nhirc diu (12%), budn nén (6%) va mét moi
(6%). Sau Tudn 96, bénh nhan van theo phuwong phap diéu tri md nhu ban ddu hodc chuyén sang

nghién ciru nhan m& vai tenofovir alafenamid. Nhiing thay ddi trong cdc xét nghiém lipid trong phong

thi nghlcm da dugc quan sat trong Nghién ciru 108 va Ngh:en ciru 110. Khong c6 phan imng khcmg

mong mubn nao khac déi véi tenofovir alafenamid dugc xdc dinh tir Tuén 96 dén Tuan 144 trong giai

doan mi1 doi va trong nhém nhoé cac ddi twong duoe diéu tri bang tenofovir alafenamid nhan mo.

Trong mét nghién ctru mi d6i, ngdu nhién, cé ddi ching véi thudc that (GS-US-320-4018; “Nghién

cibu 4018 & nhimg d6i tugng bi wc ché vi-rit chuyén tir tenofovir disoproxil sang tenofovir

alafenamid 25 mg (N=243), nhimg thay dbi cua lipid da duoc ghi nhén.

Bang tom tdt cdc tdc dung khéng mong muon

Céc phan ting khong mong mudn cia thudc dudi day da dugc xdc dinh véi tenofovir alafenamid &
bénh nhén viém gan B mén tinh. Céc phan img bét loi duoc liét ké dudi day theo hé thong co quan
trong co thé va tin suét dva trén phén tich Tuan 96. Tén suét duoc xac dinh nhu sau: rar pho bién (=
1/10), phé bién (> 1/100 dén < 1/10) hoiic khing phé bién (> 1/1000 - < 1/100).

P i T 56 T Rit pho bién Pho bién Khéng phd bién
: ' =1/10) (=1/100 - < 1/10) (= 1/1000 - <1/100)
Hé than kinh Pau dau Chéng mit
Tiéu chay, nén, budn
Tiéu hoa nén, dau bung, chudng
bung, ddy hoi
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Gan mat Téang ALT

Da va md dudi da Phiét ban, ngira Phii mach ', may day '
Co xuong va mo

lién két Ran P

R6i loan chung Mét moi

! Phén itng khong mong muon duoc xdc dinh thong qua gidm sdt sau tiép thi doi véi cdc san pham
chira tenofovir alafenamid.

Nhitng thay doi trong cdc xét nghiém lipid trong phong thi nghiém

Trong mét phén tich t&ng hop cua cac Nghién ciru 108 va 11 0, su thay di trung vi ciia cdc thong sb
lipid lac d6i tir lic bit dau dén Tudn 96 duogc quan sét & ca hai nhém diéu tri. Trong nhom tenofovir
alafenamid, trung vi ctia cholesterol toan phén lac déi va HDL giam, trung vi cuia LDL truc tiép lac
doi va triglycerid tang, trong khi nhom tenofovlr disoproxil cho thdy su giam trung vi & tit ca cdc
théng sb. O nhimg bénh nhan duge chon ngau nhién ban d4u ding tenofovir alafenamid va chuyén
sang ding tenofovir alafenamid nhan mo & Tudn 96, trung vi thay déi (Q1, Q3) tir phuong phap mu
doi ban ddu dén Tuln 144 nhu sau (mg/dL): cholesterol toan phén 14 0 (-16, 18); LDL la 8 (-6, 24);
HDL 1a -5 (-12, 2); triglycerid la 11 (-11, 40); ty 1€ cholesterol toan phén trén HDL 12 0,3 (0,0, 0,7). 0
bénh nhin duoc chon ngiu nhién ban dau dung tenofovir disoproxil va da chuyén sang phuong phap
tenofovir alafenamid nhan mo & Tuén 96, trung vi (Q1, Q3) thay dbi tir phuong phap mu déi ban dau
dén Tuén 144 nhu sau (mg/dL): cholesterol toan phan la1(-17,20); LDL Ia 9 (-5, 26); HDL la -8 (-

15, -1); triglycerid la 14 (-10, 43); ty 1€ cholesterol toan phén trén HDL 1a 0,4 (0,0, 1,0).

Trong giai doan nhan m& cia Nghién cieu 108 va 110 khi bénh nhan chuyén sang ding tenofovir
alafenamid nhin mé & Tudn 96, céac thong 56 lipid & Tuan 144 & nhirng bénh nhén van ding tenofovir
alafenamid tuong tw nhu & Tudn 96, trong khi trung vi ctia cholesterol khi déi, LDL va HDL truc tlep
ting & nhiing bénh nhan chuyén tit tenofovir alafenamid disoproxil sang tenofovir alafenamid & Tuén
96.

Trong Nghién ciru 4018, nhimg thay doi trung vi trong céc thong sb lipid liac d6i tir lac bit dau dén
Tuén 48 da dugc quan sat thdy & ca hai nhom diéu tri. Trong nhém chuyén tir tenofovir disoproxil
sang tenofovir alafenamid, da quan sat thay su tang trung vi cua cholesterol toan phén lic déi, LDL,
HDL va trtglycerld trong khi nhém tlep tuc diéu tri véi tenofovir dlsoproxﬂ da dugc chirng minh l1a
giam trung vi cua cholesterol toan phan lac doi, HDL va triglycerid, va muc tang trung vi t6i thiéu cia
LDL (p <0,001 d6i v6i su khac nhau giita cdc nhém diéu tri & tit ca cac thong sd).

Trong giai doan nhan mé cua Nghién ciru 4018, khi bénh nhan chuyen sang dung tenofovir alafenamid
& Tuén 48, cac théng s lipid & Tuén 96 & nhiing bénh nhén vén sir dung tenofovir alafenamid tucmg
duong voi ¢ Tuan 48; trong khi & Tudn 96, trung vi clia cholesterol toan phan lic déi, LDL, HDL va
triglycerid truc tiép ting & nhiing bénh nhan chuyén tir tenofovir disoproxil sang tenofovir alafenamid
& Tuén 48.

Céc théng s6 trao déi chat

Trong lugng co thé va ndng dd lipid va glucose trong mdu ¢ thé ting 1én trong khi diéu tri.

Céc doi twong ddc biét khdc

Trong mot nghién clru giai doan 2 nhan m¢ dang dién ra (GS-US-320-4035; “Nghién ciru 4035™) &
nhitng bénh nhén suy thén tir trung binh dén ning bi wc ché vi-rit (eGFR theo phuong phép
Cockeroft-Gault 15 dén 59 mL/phit; Phan A, Nhém 1, N = 78), bénh thén giai doan cubi (ESRD)
(eGFR < 15 mL/phit) dang chay than nhén tao (Phan A, Nhém 2, N = 15), va/hodc suy gan vira dén
nang (Nhém Child-Pugh B hoge C tai thoi diém sang loc hodc theo tién sir; Phan B, N = 31) da
chuyén tir ché d6 khéang vi-rat khéc sang tenofovir alafenamid, khong ¢é phén ing khéng mong mudn
nao khéc véi tenofovir alafenamid dugc xdc dinh qua Tuén 24.

11. Qua liéu va cach xir tri

Néu qua liéu xay ra, bénh nhan phai duoc theo d5i dé tim biing chimg vé doc tinh.

Diéu tri qua liu tenofovir alafenamid bao gdm céc bién phép hd trg chung nhu theo dbi céc diu higu
sinh ton cfing nhu theo ddi tinh trang 18m sang ciia bénh nhan.
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Tenofovir dugc loai bo hiu qua béng tham tach méu v6i hé sb chiét xudt x4p xi 54%. Ngudi ta khéng
biét liéu tenofovir cé thé duoc loai bo béng thdm phan phic mac hay khéng.

12. Péc tinh duwoc luc hoe

Nhom dwoc Ij: Thubc khang vi-rit ding toan than, thuéc trc ché men sao chép ngugc nucleosid va
nucleotid.

Ma ATC: J05AF13.

Co ché hoat dong

Tenofovir alafenamid 14 tién chét phosphonamidate cia tenofovir (chat tuong tu 2'-deoxyadenosin
monophosphat). Tenofovir alafenamid di vao té bao gan nguyén phét bang cach khuéch tan thu dong
va bai céc chat vén chuyén hép thu & gan OATP1BI1 va OATPlB3 Tenofovir alafenamid chu yéu
duge thily phin dé tao thanh tenofovir béi carboxylesterase 1 trong té bao gan nguyén phét. Tenofovir
ndi bao sau d6 duge phosphoryl héa thanh chét chuyén héa co hoat tinh dwoc 1y Ia tenofovir
diphosphat. Tenofovir diphosphat tc ché sy sao chép cia HBV thdng qua sy két hop vao ADN ciia vi-
riit boi men sao chép nguoc ciia HBV, dan dén két thic chudi ADN.

Tenofovir ¢6 hoat tinh dac hiéu v6i vi-rit viém gan B va vi-rit suy giam mién dich & ngudi (HIV-1 va
HW-2) Tenofovir diphosphat 13 mot chét trc ché yéu cac ADN polymerase cua dong vt c6 vii bao
gbm ADN polymerase y cua ty thé va khdng cé bﬁng chimg vé doc tinh cuia ty thé in vitro dua trén
mdt s6 xét nghiém bao gom ca phan tich ADN ty thé.
Hoat dong khdng vi-riit

Hoat tinh khang vi-rit cia tenofovir alafenamid dugc danh gia trong té bao HepGZ dua trén ban p an
ldp 1am sang HBV dai dién cho kiéu gen A-H. Gid tri ECso (ndng d6 hiéu qua 50%) ddi véi tenofo
alafenamid nam trong khoang tir 34,7 dén 134,4 nM, v6i ECso trung binh tdng thé 1a 86,6 nM. O
(ndng do 50% ddc tinh té bio) trong té bao HepG2 1a > 44.400 nM. x
Suw dé khang

0 nhitng bénh nhén dung tenofovir alafenamid, thyuc hién phén tich trinh ty trén cédc phﬁn lap HBV
ban dau va HBV dang diéu tri di v&i nhitng bénh nhan da trai qua giai doan dot pha vé vi-rit (2 Ian
kham lién tiép véi HBV DNA > 69 IU/mL sau giai doan < 69 IU/mL, hodc 1,0 logio hodc ting nhiéu
hon HBV DNA tir nadir) hodc bénh nhan c6 HBV DNA > 69 IU/mL & Tuin 48, hoac Tudn 96 hoic
khi ngirng thudc sém hoic sau Tuén 24.

Trong mdt phan tich tong hop céc bénh nhdn ding tenofovir alafenamid trong Nghién ciru
108 va Nghién ciru 110 & Tuan 48 (N = 20) va Tuin 96 (N = 72), khong c6 su thay thé axit amin nao
lién quan dén viéc khang tenofovir alafenamid duge xéc dinh trong céc chung phén ldp nay (kiéu gen
va phan tich kiéu hinh).

O nhimg bénh nhan bj tre ché vi-rit hoc dung tenofovir alafenamid sau khi chuyén tir diéu tri tenofovir
disoproxil trong Ngh:en ctru 4018, qua 96 tuan diéu tri véi tenofovir alafenamid, mgt bénh nhan trong
nhém TAF-TAF da trai qua mdt nét sin vi-rat hoc (mdt lan kham véi HBV DNA > 69 TU/mL) va mét
bénh nhén trong nhém TDF-TAF da trai qua mot budc dot pha vé vi-rit hoc. Khong c6 su thay thé
axit amin n3o ctia HBV lién quan dén viéc khang TAF ho#c TDF dugc phat hién trong 96 tudn diéu
tri.

Su khdng chéo

Hoat tinh khang vi-rit cua tenofovir alafenamid dugc dénh giéd dua trén moét nhom cac chét phan lap
¢6 chira dot bién chét trc ché men sao chép nguge nucleos(t)id trong té bao HepG2. Céc ching HBV
phén lap thé hién sy thay thé rtV173L, rtL180M va rtM204V/I lién quan dén khéng lamivudin vén
nhay cam véi tenofovir alafenamid (thay ddi < 2 lan trong ECsp). Céc chung HBV phén lép biéu hién
thay thé rtL180M, rtM204V cong vdi rtT184G, rtS202G hodc rtM250V lién quan dén viéc khang
entecavir van nhay cam voéi tenofovir alafenamid. Céac ching HBV phan lip biéu hién thay thé don 1¢
rtA181T, rtA181V hodc rtN236T lién quan dén khang adefovir van nhay cadm véi tenofovir
alafenamid; tuy nhién, chung HBV phén ldp biéu hién rtA181V cong vai rtN236T bleu hién giam tinh
nhay cam vdi tenofovir alafenamid (thay b1 3,7 14n trong ECsp). Sur lién quan vé mdt l4m sang ctia
nhiing thay thé nay chua dugc biét dén.

Dir liéu lam sang
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Hi¢u qua va d¢ an toan ctia tenofovir alafenamid 6 bénh nhén viém gan B mén tinh dua trén dir ligu
trong 48 va 96 tudn tir hai nghién ciru ngau nhién, mu déi, cé dbi ching v&i thube that, Nghién citu
108 va Nghién ciru 110. Tinh an toan cua tenofovir alafenamid ciing dugc hd tro boi dir ligu tﬁng hop
tir cdc bénh nhan trong Nghién ciru 108 va 110, nhimg ngudi van diéu tri mi tir Tuin 96 dén Tuan 144
va thém tir nhiing benh nhan trong giai doan nhan mé& ctia Nghién ctru 108 va 110 tir Tuéin 96 dén
Tuin 144 (N = 360 van dung tenofovir alafenamid; N = 180 chuyén tir tenofovir disoproxil sang
tenofovir alafenamid & Tuén 96).
Trong Nghién ciru 108, nhitng bénh nhan HbeAg am tinh chua diéu tri va bénh nhan da diéu tri voi
chirc nang gan con bu dugc chon ngau nhién theo ty 1& 2:1 dé nhan tenofovir alafenamid (25 mg; N =
285) mét lﬁn mdi ngay hodc tenofovir disoproxil (245 mg; N = 140) mt 14n mbi ngay. Do tudi trung
binh 12 46 tudi, 61% la nam, 72% la chau A, 25% la da tring va 2% (8 d6i tuong) 1a da den. 24%, 38%
va 31% c6 kiéu gen twong img 1a HBV B, C va D. 21% da timg diéu tri (d4 timg diu tri bing thudc
khang vi-rit dudng udng, bao gdm entecavir (N = 41), lamivudin (N = 42), tenofovir disoproxil (N =
21), hodc loai khac (N = 18)). Tai thai diém ban dau, HBV DNA trung binh trong huyét tuong 14 5,8
logio IU/mL, ALT huyét thanh trung binh 1a 94 U/L, va 9% bénh nhan ¢é tién sir xo gan.
Trong Nghién ciru 110, nhiing bénh nhan HbeAg duong tinh chua didu trj va da timg diéu tri véi chiic
néng gan con bu dugc chon ngiu nhién theo ty 1& 2:1 d¢ nhén tenofovir alaf‘enamd (25 mg; N =581)
mét lan mdi ngay hodc tenofovir disoproxil (245 mg; N = 292) mot 1an m&i ngay. P tudi trung binh
la 38 tudi, 64% la nam, 82% la chau A, 17% la da tring va < 1% (5 déi tugng) la da den. 17%, 52% va
23% c6 kiéu gen tuong ing HBV B, C va D. 26% da ting didu trj (da timg diéu tri bang thudc khang
vi-rit dudng udng, bao gom adefovir (N = 42), entecavir (N = 117), lamivudin (N = 84), telbivudin (N
= 25), tenofovir disoproxil (N = 70), hodc khac (N = 17)). Tai thoi diém ban diu, HBV DNA trung
binh trong huyét twong 1a 7,6 logjo IU/mL, ALT huyét thanh trung binh 1a 120 U/L, va 7% bénh nhén
c6 tién sir xo gan.
Tiéu chi chinh vé hiéu qua trong ca hai nghién ctru 1a ty 1& bénh nhéan ¢6 néng d6 HBV DNA trong
huyét twong duéi 29 IU/mL & Tuan 48. Tenofovir alafenamid déap ting céc tiéu chi khéng thua kém
trong viéc dat dugc HBV DNA dudi 29 IU/mL khi so sanh véi tenofovir disoproxil. Két qua diéu tri
ctia Nghién cieu 108 va Nghién ciru 110 dén Tuan 48 dugc trinh bay trong céc bang dudi day.

Cic théng s6 vé hiéu qua cia HBY DNA & Tuin 48°

Nghién ciru 108 Nghién cieu 110
(HBeAg-Am tinh) (HBeAg-Duong tinh)
TAF TDF TAF TDF
(N =285) (N = 140) (N=581) (N =292)

HBV DNA <29 IU/mL 94% 93% 64% 67%
gf‘éffl::“bb"‘-“ phuong phip | g0/ (9504 C1=-3,6% dén 7.2%) | -3.6% (95% Cl=-9,8% dén 2,6%)
HBV DNA > 29 IU/mL 2% 3% 31% 30%
HBV DNA co ban
<7 logio IU/mL 96% (221/230) | 92% (107/116) N/A N/A
> 7 logio TU/mL 85% (47/55) 96% (23/24)
IHBV DNA co ban
< 8 logio IU/mL N/A N/A 82% (254/309) | 82% (123/150)
> 8 logjo IU/mL 43% (117/272) | 51%(72/142)
Khéng diéu trj voi 94% (212/225) | 93% (102/110) | 68% (302/444) | 70% (156/223)
rmgleasid
Diéu tri v6i nucleosid 93% (56/60) 93% (28/30) 50% (69/137) 57% (39/69)
Khéng cé dir liéu Vi-rit % . o
hoc & Tuln 48 4% 4% o 3%
Ngimg nghién ciru thude .
do khang c6 hiéu qué 0 0 <% "
Ngimg nghién ciru thude 1% 1% 1% 1%
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do tac dung khéng mong
mudn hodc tir vong

Ngimg nghién ciru thudc

0, q, o, 0,
vi Iy do khigc ¢ 2% 3% 3% 2%
Thiéu dir liéu nhung dang <1% 1% <1% 0
nghién ctu

N/A = khéng ap dung

TDF = tenofovir disoproxil

TAF = tenofovir alafenamid

® Thiéu = phan tich thit bai.

® Puge diéu chinh bing phén loai HBV DNA ban déu trong huyét tuong va phén ting tinh trang diéu
tri khdng vi-rut dudng udng.

¢ Pdi tuong chua timg diéu tri dugc diéu tri bing thudc khang vi-rit dudi 12 tudn voi bat ky chit
twong tu nucleosid hodc nucleotid no bao gdm tenofovir disoproxil hodc tenofovir alafenamid.

¢ Bao gém nhu‘ng bénh nhédn ngirng thudc vi nhimg Iy do khac ngoai tac dung khong mong mudn, tir
vong hoic thidu hoic mat téc dung, vi du nhu rit lai su dbng ¥, khong thé theo dai, v.v.

Cic thong s6 hiéu qua bd sung & Tuin 48 *

Nghién ciku 108 Nghién cieu 110
(HBeAg-Am tinh) (HBeAg-Dwong tinh)
TAF TDF TAF TDF
(N =2835) (N =140) (N =3581) (N=292)
ALT
ALT chuén hoa (Phong thi 83% 75% 72% 67%
nghiém) ®
ALT chuédn héa (AASLD) ¢ 50% 32% 45% 36%
IH!'lYéf thanh hoe !
Mat HBeAg/chuyén doi huyét N/A N/A 14%/10% 12%/8%
thanh 4
gllaa;hHBsAgf’chuyen doi huyét 0/0 0/0 19%/1% <1%/0

N/A = khong 4p dung
TDF = tenofovir disoproxil
TAF = tenofovir alafenamid
* Thiéu = phén tich thit bai.
® Péi twong dugc sir dung dé phan tich miic d6 binh thudmg hda ALT chi bao gbm nhiing bénh nhén
c6 ALT trén gidi han trén ciia muc binh thuong (ULN) cta pham vi phong thi nghiém tai thoi diém
ban dau. ULN cta phong thi nghiém cho két qua ALT nhu sau: < 43 U/L doi VO’I nam tir 18 dén < 69
tudi va < 35 U/L ddi voi nam > 69 tudi; < 34 U/L dbi v6i nix tir 18 dén < 69 tudi va < 32 U/L déi véi
nit > 69 tudi.
° Péi tuong duoc sir dung dé phan tich mic d binh thudng héa ALT chi bao gdm nhitng bénh nhén
c6 ALT trén ULN theo tiéu chi clia Hi¢p hoi Nghién ctru Bénh gan Hoa Ky (AASLD) nam 2016 (> 30
U/L nam va > 19 U/L nir) tai thoi diém ban dau.
4 Péi twong duoc sir dung dé phén tich huyet thanh hoc chi bao gém nhitng bénh nhén c6 khang
nguyén (HBeAg) dlm'ng tinh va am tinh v6i khéng thé (HBeAb) tai thoi diém ban déu.
Trai ngh:em hon 48 tuan trong Nghién cteu 108 va Nghién ciru 110
0] Tuan 96, su tic ché vi-riit ciing nhu cdc dép ng sinh héa va huyét thanh hoc duoc duy tri khi tiép
tuc diéu tri bing tenofovir alafenamid (xem bang dudi).
HBV DNA va céc thong sé hiéu qua b sung & Tuin 96 *
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Nghién ctru 108 Nghién cieu 110
(HBeAg-Am tinh) (HBeAg-Dwong tinh)
TAF TDF TAF TDF
(N =285) (N = 140) (N=581) (N =292)
HBV DNA < 29 TU/mL 90% 91% 73% 75%
HBYV DNA co ban
<7 logio TU/mL 90% (207/230) | 91% (105/116) N/A N/A
> 7 logio IU/mL 91% (50/55) 92% (22/24)
HBYV DNA co ban
< 8 logio [U/mL N/A N/A 84% (260/309) | 81% (121/150)
> 8 logyo [U/mL 60% (163/272) | 68% (97/142)
Khéng diéu tri véi nucleosid | 90% (203/225) | 92% (101/110) | 75% (331/444) | 75% (168/223)
Diéu tri véi nucleosid 90% (54/60) 87% (26/30) 67% (92/137) 72% (50/69)
ALT
ALT chuén hoéa 81% 71% 75% 68%
(Phong thi nghiém) ©
ALT chuan héa (AASLD) ¢ 50% 40% 52% 42%
Huyét thanh hoc
Mit HBeAg/chuyén ddi huyét N/A N/A 22%/18% 18%/12%
thanh *
£ H A X

:‘S::ﬂ:{BSAgICh”"e" doihuyet)  _jopc 1% 0/0 19%/1% 19%/0

N /A = khong ap dung

TDF = tenofovir disoproxil

TAF = tenofovir alafenamid

& Thiéu = phan tich that bai

® Déi tugmg chua timg diéu tri duoc didu tri khang vi-rat dudi 12 tudn véi bat ky chat twong tr nucleosid
hoic nucleotid nao bao gém tenofovir disoproxil hodc tenofovir alafenamid.

¢ Péi tugng duge sir dung dé phan tich sy binh thuong héa ALT chi bao gbm nhimg bénh nhin c6 ALT
trén ULN ctia pham vi phong thi nghiém tai thoi diém ban dau. ULN cua phong thi nghiém cho ALT nhu
san: <43 U/L dcu véi nam tir 18 dén < 69 tudi va <35 U/L dbi v6i nam > 69 tudi; < 34 U/L ddi véi nit tir
18 dén < 69 tudi va < 32 U/L d6i véi nix > 69 tudi.

4 Péi tuong duge sir dung dé phan tich mire dé binh thudng héa ALT chi bao gum nhitng bénh nhan cé
ALT trén ULN cuia tidu chi AASLD 2016 (> 30 U/L nam va > 19 U/L ni¥) tai thdi diém ban dhu.

¢ Péi tuong dugce sir dung dé phén tich huyet thanh hoc chi bao gom nhiing bénh nhan cd khang nguyén
(HBeAg) ducrng tmh va am tinh véi khang thé (HBeAb) lic ban dau.

Nhitng thay déi vé sé do mdt do khodng ciia xuong trong Ngh:en cury 108 va Nghién cieu 110

Trong ca hai nghién citu, tenofovir alafenamid c6 lién quan dén ty 18 phén tram trung binh mét do khoang
clia Xuong g1am (BMD; duge do bang phan tich hap thu tia X niang luong kép & héng va cdt song thét lung
[DXA]) so v&i tenofovir dlsoproxll sau 96 tuan didu tri.

0 nhung bénh nhén ttép tuc diéu trj phuong phéap mu sau Tuén 96, phan trim thay dbi trung binh cia BMD
trong moi nhom & Tuén 144 tuong tu nhu & Tuén 96. Trong giai doan md nhén cia ca hai nghlen ciru,
phan tram thay déi trung binh cia BMD tir Tudn 96 dén Tudn 144 ¢ nhimg bénh nhén van sir dung
tenofovir alafenamid 13 +0,4% & cot song thiit lung va -0,3% & toan bd khop hang, so véi +2,0% & cét song
that lung va +0,9% & toan bé khép héng & nhimg ngudi chuyén tir tenofovir disoproxil sang tenofovir
alafenamid & Tuin 96,

Nhitng thay déi trong cdc phép do chitc ning thdn trong Nghién cieu 108 va Nghién ciru 110
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Trong cé hai nghién c{ru, tenofovir alafenamid ¢9 lién quan dén nhiing thay ddi nhé trong cac thong s6 an
toan cua than (mic gidm trung vi nhé hon trong CrCl ué‘c tinh béi Cockeroft-Gault va ty 1é phén trim
trung vi ting trong ty 1€ lién két gifta retinol trong nudc tidu két horp protein so véi creatinin va ty 1€ gilra
beta-2-microglobulin trong nudc tiéu so vai creatinin) so sanh véi tenofovir disoproxil sau 96 tudn diéu tri.
o] nhiig bénh nhén tiép tuc diéu tri phuong phdp mu sau Tuén 96 trong Ngh:en creu 108 va 110, nhfmg
thay ddi so véi gia tri ban dAu ciia céc thong sé ciia than trong phong thi nghiém & m6i nhom & Tuédn 144
twong tu nhu & Tudn 96. Trong giai doan nhan m¢ clia Nghién cieu 108 va 110, su thay ddi trung binh (SD)
clia creatinin huyét thanh tir Tudn 96 dén Tudn 144 1a +0,002 (0,0924) mg/dL & nhimg ngudi vén sir dung
tenofovir alafenamid, so véi -0,018 (0, 0691) mg/dL & nhlmg ngudi chuyén tlr tenofovir disoproxil sang
tenofovir alafenamid & Tuédn 96. Trong giai doan nhin md, sy thay déi trung vi ciia eGFR tir Tuin 96 dén
Tuén 144 12 -1,2 mL/phit ¢ nhiing bénh nhan véan sir dung tenofovir alafenamid, so vdi +4,2 mL/phut o
nhimg bénh nhan chuyén tir tenofovir disoproxil thanh tenofovir alafenamid & Tuan 96.
Nhiing thay doi trong cdc xét nghiém lipid trong phong thi nghiém trong Nghién ciru 108 va Nghién ciu
110
D6i v6i nhimg bénh nhéan chuyén sang phuong phép tenofovir alafenamid nhin m& & Tudn 96, nhimg thay
dbi tir phuong phép mi d6i ban déau & nhitng bénh nhén dwgc chon ngau nhién dén tenofovir alafenamid va
tenofovir disoproxil & Tudn 96 va Tuin 144 vé cholesterol toan phan, HDL-cholesterol, LDL-cholesterol,
triglycerid, va ty 1é cholesterol toan phan trén HDL dugc trinh bay trong bang duéi.

Nhirng thay dbi trung vi tir phwong phﬁp mil d6i ban dau mi d6i trong cic xét nghiém lipid tai
phong thi nghiém & Tudn 96 va 144 a6i véi nhirng bénh nhén chuyén sang ding tenofovir
alafenamid nhin mé & Tudn 96

TAF-TAF
(N = 360)
Fhibug phitp sk a0 Tuin 96 Tuln 144
ban dau
A= . 1. =
Trung vi (Q1, Q3) Thay d6i trung vi Thay déi trung vi
(mg/dL) (Q1,Q3) (Q1,Q3)
(mg/dL) (mg/dL)
g;;‘“teml toan phén (lde 185 (166, 210) 0(-18,17) 0(-16, 18)
HDL-Cholesterol (lic déi) 59 (49, 72) S{-12 1)t SR2P
LDL-Cholesterol (liic déi) 113 (95, 137) 6(-8,21)* 8 (-6,24)°
Triglycerid (lic doi) 87 (67, 122) 8(-12,28)° 11 (-11, 40)®
Ty 1& Cholesterol toan phan & b
trén HDL 3,1(2,6,3.9) 0,2 (0,0, 0.6) 0.3 (0,0,0,7)
TDF-TAF
(N=180)
thmE i Tuin 96 Tuén 144
an dau
Trung vi (Q1, Q3) Thay doi trung vi Thay d6i trung vi
(mg/dL) (Q1,Q3) (Q1,Q3)
(mg/dL) (mg/dL)
g{;‘;le“"m’ R, phan (e 189 (163, 215) 23 (-40,-1)* 1 (-17, 20)
'HDL-Cholesterol (lic déi) 61 (49, 72) 212 (-19,-3)* BL15, -Ty"
\LDL-Cholesterol (liic déi) 120 (95, 140) -7 (-25,8)" 9(-5,26)°
Triglycerid (lic doi) 89 (69, 114) -11 (31, 11)® 14 (-10, 43) ®
Ty 1& Cholesterol toan phan " b
trén HDL 3,1(2,5,3,7) 0,2 (-0,1, 0,7) 0,4 (0,0, 1,0)

TAF = tenofovir alafenamid
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TDF = tenofovir disoproxil
2 Gi4 trj P duge tinh todn cho su thay déi ciia phuong phap mi d6i ban dau & Tuén 96, tir thir nghiém
Wilcoxon Signed Rank va cé ¥ nghia théng ké (p < 0,001).
b Gi tri P duoc tinh todn cho sy thay ddi cia phuong phip mu d6i & Tudn 144, tir thir nghiém
Wilcoxon Signed Rank va c6 ¥ nghia théng ké (p < 0,001).
Bénh nhdn ngudi lén bi tec ché vi-rit trong Nghién cieu 4018
Hiéu qua va d¢ an toan cua tenofovir alafenamid ¢ ngui 16n bi viém gan B mén tinh ¢ ché vi-rit dua
trén dir liéu 48 tudn tir nghién ciru ngdu nhién, mu doi, cd dbi chimg vai thude thét, Nghién citu
4018 (N = 243 trén tenofovir alafenamid; N = 243 trén tenofovir disoproxil), bao gom dir liéu tir
nhitng bénh nhén tham gia giai doan nhiin mé cua Nghién ciru 4018 tur Tuin 48 dén Tuén 96 (N = 235
van dung tenofovir alafenamid [TAF-TAF]; N = 237 chuyén tir tenofovir disoproxil sang tenofovir
alafenamid vao Tuan 48 [TDF-TAF)).
Trong nghién ctru 4018 da ghi nhén ngudi trudng thanh bi viém gan B mén tinh tc ché vi-rit
488) ma trude d6 da duoc duy tri ding tenofovir disoproxil 245 mg mdi n gay mdt 14n trong it nhat 12
théang, véi HBV DNA < giéi han dinh lugng dudi (LLOQ) bing dénh gia phong thi nghiém dia
phuong trong it nhét 12 tuan trudc khi sang loc va HBV DNA < 20 [U/mL lic sang loc. Bénh nhén
dugce phan ting theo tinh trang HBeAg (HBeAg duong tinh hoac HBeAg am tinh) va tudi (= 50 hogc <
50 tudi) va duoc phan loai ngdu nhién theo ty 1& 1:1 dé chuyen sang 25 mg tenofovir alafenamid (N =
243) hodc duy tri trén 245 mg tenofovir disoproxil mgt lan mcu ngay (N = 245). Tudi trung binh 1a 51
tudi (22% > 60 tudi), 71% Id nam gum 82% 1a ngudi chau A, 14% la ngudi da tring va 68% la HBeAg
am tinh. O sé liéu ban dAu, thoi gian trung binh cia diéu tri bang tenofovir disoproxil truée 46 1a 220
va 224 tuan tuong ng véi nhém tenofovir alafenamid va tenofovir disoproxil. Diéu tri truée d6 béng
thuée khéng vi-rit ciing bao gdm interferon (N = 63), lamivudin (N = 191), adefovir dlpwoxﬂ (N =
185), entecavir (\J 99), telbivudin (N = 48), hodc loai khédc (N = 23). O sb liéu ban diu, ALT huyét
thanh trung binh la 27 U/L, eGFR trung binh ctia Cockcroft-Gault 1a 90,5 mL/phut; 16% bénh nhén c6
tién sir xo' gan.
Diém cuéi vé hiéu qua chinh 12 ty 18 bénh nhan ¢6 ndng dd HBV DNA trong huyét tuong > 20 IU/mL
& Tudn 48 (duoc xdc dinh bing thudt todn Anh chup nhanh ciia FDA Hoa Ky). Céc tiéu chi hi¢u qua
b6 sung bao gom ty 1€ bénh nhén c6 nong do HBV DNA <20 IU/mL, ALT binh thuo‘ng va ALT binh
thuong héa, mat HBsAg va chuyen dbi huyct thanh, mit HBeAg va chuyén dbi huyet thanh. Tenofovir
alafenamid khong thua kém vé ty 1¢ dm twong ¢6 HBV DNA > 20 IU/mL & Tuén 48 khi so sanh voi
tenofovir disoproxil dugc danh gia bang thuat toédn Anh chup nhanh cia FDA Hoa Ky. Két qua diéu tri
(HBV DNA <20 IU/mL do thiéu = that bai) & Tuln thtr 48 giira cdc nhém diéu tri 1a twong tu nhau
gxua céc phan nhém theo tudi, gisi tinh, ching tdc, tinh trang HBeAg ban dau va ALT.

Két qua didu tri cia Nghién ciru 4018 & Tuin 48 va Tuan 96 dugc trinh bay trong 2 bang dudi.
Cic théng s6 hiéu qua ciia HBV DNA & Tuin 48 % va Tuén 96 ¢

TAF TDF TAF-TAF  |TDF-TAF
(N = 243) (N = 245) (N =243) (N = 245)
Tuin 48 Tuin 96
HBV DNA > 20 IU/mL >4 1 (0,4%) 1 (0,4%) 1 (0,4%) 11 (0,4%)

Su khac biét phuong phap diéu tri ©

0,0% (95% Cl=-1,9% dén 2,0%)

0,0% (95% Cl=-1,9% dén 1,9%)

HBV DNA <20 IU/mL

234 (96,3%)

236 (96,3%)

230 (94,7%)

1230 (93,9%)

Su khéc biét phwong phép diéu tri ©

0,0% (95% Cl=-3,7% dén 3,7%)

0,9% (95% Cl= -3,5% dén 5,2%)

Khong co dir liéu Vi-rat hoc

8 (3,3%)

8 (3,3%)

12 (4,9%)

14 (5,7%)

Ngung nghién clu thuéc do téc
dung khéng mong muén hodc tir
vong va HBV DNA ¢6 sin lan cudi
<20 IU/mL

2 (0,8%)

3 (1,2%)

1 (0,4%)

Nglng nghlen ciru thude do céc ly
do khéc T va HBV DNA c¢6 sin lan

6 (2,5%)

8 (3.3%)

7 (2,9%)

11 (4,5%)
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cudi <20 TU/mL

'Thiéu dit liéu nhung dang nghién
clru

0 0 2(0,8%) 2 (0,8%)

TDF = tenofovir disoproxil

TAF = tenofovir alafenamid

2 Thoi ky cira & Tuan 48 la tir Ngay 295 dén 378.

b Pugc xac dinh bai thudt todn anh chup nhanh ctia FDA Hoa Ky.

¢ Giai doan nhin mé, thai ky cira sb Tudn 96 1a tir Ngay 589 dén 840.

4 Khéng c¢6 bénh nhan nao ngimg diéu tri do khong c6 hiéu qua.

¢ Didu chinh theo nhém tudi co ban (< 50, > 50 tudi) va phan ting tinh trang HBeAg co ban.

fBao gdm nhing bénh nh4n ngirng sir dung vi nhiing Iy do khac ngoai tdc dung khong mong mudn, tir
vong hodc khong c6 hiéu qua, vi dy, rat lai sy dong ¥, khong thé theo dai, v.v.

Csc thong s6 hiéu qua bd sung & Tudn 48 va Tudn 96 *

TAF TDF TAF-TAF  |TDF-TAF

(N=243) |(N=245) (N =243) (N = 245)
Tuén 48 Tuén 96

ALT

ALT binh thuong (Phong thi nghiém)  |89% 85% 88% 91%

ALT binh thudng (AASLD) 79% 75% 81% 87%

ALT chuén héa (Phong thi nghiém) > 4|50% 37% 56% 79%

ALT chuén héa (AASLD) &5 ¢ 50% 26% 56% 74%

Huyét thanh hoc

Mit HBeAg /Chuyén déi huyét thanh " |8%/3% 6%/0 18%/5% 9%/3%

Mét HBsAg /Chuyén déi huyét thanh  |0/0 2%/0 2%/1% 2%/<1%

TDF = tenofovir disoproxil
TAF = tenofovir alafenamid
® Thiéu = phén tich thit bai

b Péi twong duoe sit dung dé phan tich mirc d binh thuong héa ALT chi bao gdm nhiing bénh nhén

¢d ALT trén gi6i han trén cia mie binh thuong (ULN) thugc pham vi phong thi nghiém (> 43 U/L

nam tir 18 dén < 69 tudi va > 35 U/L nam > 69 tudi; > 34 U/L nit tir 18 dén < 69 tudi va > 32 U/L nit >
69 tudi) tai thoi diém ban dau.

¢ Ty 1é bénh nhén & Tudn 48: TAF, 16/32; TDF, 7/19.
4 Ty |& bénh nhan & Tudn 96: TAF, 18/32; TDF, 15/19.

¢ Péi tuong duge sit dung dé phan tich mirc binh thudng héa ALT chi bao gém nhiing bénh nhén ¢6
ALT trén ULN theo tiéu chi cia Hiép h¢i Nghién ciru Bénh gan Hoa Ky (AASLD) nam 2018 (35 U/L
nam va 25 U/L nf¥) tai thoi diém ban dau.

Ty 1& bénh nhin & Tuln 48: TAF, 26/52; TDF, 14/53.
¢ Ty 1& bénh nhan & Tudn 96: TAF, 29/52; TDF, 39/53.

h Dan sé duoc sir dung dé phén tich huyét thanh hoc chi bao gbm nhiing bénh nhén ¢6 khang nguyén
(HBeAg) duong tinh va khang thé (HBeAb) 4m tinh hodc khong c6 tai thoi diém ban déu.

Nhitng thay déi vé mat dé khodng ciia xwong trong Nghién citu 4018
Ty 1& phén trdm thay ddi trung binh ciia BMD tir liic ban dau dén Tun 48 theo danh gia cua DXA la
+1,7% véi tenofovir alafenamid so véi —0,1% véi tenofovir disoproxil & cét séng that lung va +0,7%
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so vOi —0,5% & toan bd khop hang. Suy giam BMD trén 3% & cdt song thit lung la 4% bénh nhén
ding tenofovir alafenamid va 17% bénh nhén dung tenofovir disoproxil & Tudn 48. Suy giam BMD
trén 3% & toan by khép hang duge ghi nhén béi 2% bénh nhan ding tenofovir alafenamid va 12%
bénh nhan dung tenofovir disoproxil & Tudn 48.

Trong giai doan nhan md, ty 18 phén tram thay ddi trung binh cta BMD tir liic ban d4u dén Tuan 96 &
nhitng bénh nhén van dung tenofovir alafenamid [a +2,3% & ct séng that lung va +1,2% & toan bd
khép hang, so véi +1,7% & ct song that lung, va +0,2% toan bd khdp héng & nhitng ngudi chuyén tir
tenofovir disoproxil sang tenofovir alafenamid & Tuén 48.

Nhitng thay déi trong cdc xét nghiém trong phong thi nghiém than trong Nghién ciru 4018

Su thay déi trung binh tir ltc ban diu dén Tudn 48 trong eGFR theo phwong phap Cockeroft-Gault 1a
+2,2 mL méi phit & nhém dung tenofovir alafenamid va -1,7 mL mdi phit & nhém ding tenofovir
disoproxil. O tuin 48, c6 su gia tédng trung vi so v&i ban déu cia creatinin huyét thanh trong sb nhng
bénh nhan dugc ngiu nhién tiép tuc diéu tri voi tenofovir disoproxil (0,01 mg/dL) so vdi mirc giam
trung vi lic ban du & nhimng ngudi duge chuyén sang tenofovir alafenamid (0,01 mg/dL ).

Trong giai doan nhén ma, su thay dbi trung vi ctia eGFR tir lic ban dau dén Tuan 96 12 1,6 mL/phut &
nhiing bénh nhin vin str dung tenofovir alafenamid, so v6i +0,5 mL/phiit & nhitng bénh nhan chuyen
tir tenofovir disoproxil sang tenofovir alafenamid & Tuén 48. Sy thay dbi trung vi cua creatinin huyét
thanh tir lic ban ddu dén Tudn 96 12 —0,02 mg/dL & nhitng ngudi van sir dung tenofovir alafenamid, so
véi —0,01 mg/dL & nhitng ngudi chuyén tir tenofovir disoproxil sang tenofovir alafenamid & Tuén 48.

Nhitng thay doi trong cdc xét nghiém lipid tai phong thi nghiém trong Nghién ciru 4018

Nhitng thay dbi tir phuong phap mi déi ban ddu dén Tuén 48 va Tudn 96 vé& cholesterol toan phén,
HDL-cholesterol, LDL-cholesterol, triglycerid va ty 1& cholesterol toan phén trén HDL dugc trinh bay

trong bang dudi.
Nhitng thay ddi trung binh trong cic xét nghiém lipid trong phong thi nghiém & Tuén 48 va
Tuén 96
TAF TAF TAF-TAF TDF TDF TDF-TAF
(N=236) |(N=226) |(N=2200 |(N=230) [(N=222) [(N=219)
A ogea £ qom
SOluba lrohngg  (Tudnos 521" |Tuin4s  |Tuin %
au dau
(Q1, Q3) Thay @i trung|Thay d6i trung|(Q1, Q3) Thay ddi trung| Thay déi trung
(mg/dL) vi*(QL,Q3) |vi(Ql1,Q3) |(mg/dL) vi*(Ql,Q3) |vi(Ql, Q3)
(mg/dL)  |(mg/dL) (mg/dL)  |(mg/dL)
Cholesterol toan |166 (147, 189) 19 (6, 33) 16 (3, 30) 169 (147, 188)|-4 (—16, 8) 15 (1, 28)
phén (1t d6i)
HDL-Cholesterol [48 (41, 56) |3 (~1,8) 4(-1,100  [48(40,57) [|F1(=52) [|4(0,9)
(lGe déi)
LDL-Cholesterol [102 (87, 123) |16 (5, 27) 17 (6, 28) 103 (87, 120) |1 (-8, 12) 14 (3,27)
(lac doi)
Triglycerid (Iic 90 (66, 128) |16 (=3,44) [9(-8,28)  |89(68,126) |[-2(-22,18) [8(-8,38)
doi) ®
Ty 16 Cholesterol [3,4 (2.9,4,2) [0,2(=0,1,0,5) [0,0 (-0,3,0,3) [3,4 (2.9,4,2) [0,0(-0.3,0,3) (0,0 (0,3, 0,3)
todn phén trén
HDL

TDF = tenofovir disoproxil

TAF = tenofovir alafenamid

*Gid tri P duoc tinh todn cho su khéc biét gita nhém TAF va TDF ¢ Tuan 48, tir thir nghiém
Wilcoxon Rank Sum va cé y nghia thong ké (p < 0,001) ddi v6i nhitng thay ddi trung vi (Q1, Q3) so
v6i ban diu vé cholesterol toan phan, HDL-cholesterol, ty 1¢ LDL-cholesterol, triglycerid va

cholesterol toan phan trén HDL.
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>S4 bénh nhan c6 triglycerid (liic d6i) ddi voi nhém TAF 1a N = 235 lic ban dau, N =225 & Tuan 48
va N = 218 d6i v6i nhom TAF-TAF & Tuén 96.

Suy thdn va /hodc suy gan Nehién cieu 4035

Nghién ctru 4035 1a mot ngh;cn ciru ldm sang nhin mé dang dugc thuc hién nham danh gia hiéu qua
va do an toan cua viéc chuyén tir mot ché do khéng vi-rit khdc sang tenofovir alafenamid ¢ nhiing
bénh nhan nhiém HBV man tinh tc ché vi-riit. Phan A ciia nghién ctu bao gdm bénh nhén suy thén tir
trung binh dén ning (eGFR theo phuong phap Cockeroft-Gault tir 15 dén 59 mL/phtt; Nhém 1, N =
78) hodc ESRD (eGFR theo phuong phap Cockerofi-Gault < 15 mL/phut) dang chay than nhan tao
(Nhém 2, N = 15). Phén B ctia nghlen ctru bao gﬁm bénh nhin (N = 31) bi suy gan trung binh dén
nang (Child-Pugh loai B hodc C khi sang loc hoac tién st c6 diém CPT > 7 vdi bat k}f diém CPT nao <
12 khi sang loc). Céc két qua cudi cing vé 1am sang va xét nghiém s& dugc béo cdo sau khi két thuc
nghién ctru vao Tuén 96.

13. Péc tinh dwoge dong hoc

Hap thu

Sau khi ubng tenofovir alafenamid trong diéu kién nhin #n ¢ bénh nhan ngudi 16n bi viém gan B mén
tinh, ndng dé dinh trong huyét twong cua tenofovir alafenamid duoc quan sat théy sau khi dung liéu
khoang 0,48 gid. Duya trén phan tich duge dong hoc quén thé Giai doan 3 & nhimng déi tuong bi viém
gan B min tinh, AUCo.2¢ & trang thai 6n dinh trung binh dbi véi tenofovir alafenamid (N = 698) va
tenofovir (N = 856) tu'o‘ng tmg 12 0,22 pgeh/mL va 0,32 pg=h/mL. Cax O trang thai &n dinh d6i voi
tenofovir alafenamnd va tenofovir 1an luot 1a 0,18 va 0,02 ug/mL. Lién quan dén tinh trang lac doi,
viéc ding mét lidu tenofovir alafenamid duy nhat v6i bira an nhiéu chit béo lam ting 65% phoi nhiém
tenofovir alafenamid.

Phén b6

Sy gin két clia tenofovir alafenamid véi protein huyét tuong cla ngudi trong cac mau thu thap trong
qua trinh nghién ctru 1dm sang 1a khoang 80% Lién két cua tenofovir véi protein huyét twong cia
ngudi 1a dudi 0,7% va khong phu thude vao nong d6 trong khoang 0,01-25 pg/mL.

Chuyén hoa

Chuyén héa la con duong thai trir chi yéu ciia tenofovir alafenamid & ngudi, chiém > 80% llcu uong
Céc nghién clru in vitro cho thdy tenofovir alafenamid dugc chuyén héa thanh tenofovir (chat chuyén
héa chinh) bai carboxylesterase-1 trong té bao gan; va bing cathepsin A trong té bao don nhén mau
ngoai vi (PBMC) va dai thuc bao. In vivo, tenofovir alafenamid dugc thuy phén trong té bao dé tao
thanh tenofovir (chdt chuyén hoa chinh), duoc phosphoryl héa thanh chat chuyén héa cé hoat tinh,
tenofovir diphosphat.

In vitro, tenofovir alafenamid khong dugc chuyen héa béi CYP1A2, CYP2C8, CYP2C9, CYP2CI9
hodc CYP2D6. Tenofovir alafenamid dugc chuyén héa t6i thiéu boi CYP3A4.

Thai trie

Tenofovir alafenamid bai tiét nguyén ven qua than la mét con ducng nhé v6i < 1% lidu dung dugc
thai trir qua nude tiéu. Tenofovir alafenamid dugc thai trir chu yéu sau khi chuyén héa thanh tenofovir.
Tenofovir alafenamid va tenofovir c6 thoi gian ban thai trong huyét tuong trung binh lan luot 12 0, 51
va 32,37 gio. Tenofovir dugc thai trir khoi co thé qua than bing ca qua trinh loc & ciu than va bai tiét
tich cuc & 6n g than.

Tuyén tinh/khdng tuyén tinh

Mirc d6 phoi nhidm ciia tenofovir alafenamid 12 lidu luong ty 18 thuan véi pham vi liéu tir 8 dén 125 mg.
Duoc déng hoc é nhitng d6i twong dac biét

Tudi, gidi tinh va dén téc

Khéng ¢ su khac biét ¢6 lién quan 1am sang vé duoc dong hoc theo tudi hodic dan toc. Su khéc biét vé
duoc dong hoc theo gidi tinh khdng duge coi 1 ¢6 lién quan vé mit lam sang.
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Suy gan

O nhitng bénh nhan suy gan ning, tong néng do tenofovir alafenamid va tenofovir trong huyét tuong
thap hon nong do (6 nhitng bénh nhén ¢6 chirc nang gan binh thudng. Khi dugc hiéu chinh vé sy gan
két vai protein, ndng do tenofovir alafenamid khong lién két (tu do) trong huyét tuong & ngudi suy
gan nang va chuc nang gan binh thudng 1a tuong tu nhau.

Suy than
Khéng quan sit thdy c6 sy khdc biét lién quan vé mét lam sang dugc ddng hoc ciia tenofovir

alafenamid hodc tenofovir gitra ngudi khde manh va bénh nhan suy than ning (CrCl udc tinh > 15
nhung < 30 mL/phit) trong céc nghién ciru vé tenofovir alafenamid.

Phoi nhiém tenofovir & nhimg dbi twong c6 ESRD (dd thanh thai creatinin udc tinh < 15 mL/phit)
dang chay thén nhén tao man tinh ding tenofovir alafenamid (N = 5) cao hon dang ké so véi nhiing
dbi twong c6 chitc ning than binh thuong. Khdng c6 su khéc biét nao c6 lién quan ve mat lam sang vé
duge dong hoc cua tenofovir alafenamid duogc quan sét thiy & nhitng bénh nhén bi ESRD dang chay
than nhan tao man tinh so v4i nhirng nguoi ¢ chire nang thén binh thudmg.

Duoc dong hoc cia tenofovir alafenamid va chét chuyén hoa tenofovir ciia né & ngudi suy thin
so véi ngudi c6 chire ning thin binh thwong

AUC (mcegegit trén mL)
Trung binh (CV%)
D9 thanh thai Chire ning thian binh | Suy thdn néng 15-29 mL |ESRD khi thsrixr‘n' tach mau
Creatinin wée tinh * [thwong > 90 mL méi phut moi phiit <15 mL méi phiit
N=13)° N=149" (N=3)°
Tenofovir alafenamid 0,27 (49,2) ¢ 0,51 (47,3)¢ 0,30 (26,7) ¢
Tenofovir 0,34 (27,2) ¢ 2,07 (47,1)¢ 18,8 (30,4)

CV = hé s6 bién thién
® Bing phuong phap Cockeroft-Gault.

b Panh gia trén mot liéu TAF 25 mg duy nhét & nhiing d6i twong ¢6 chire nang thén binh thuong va &
nhimg d6i twong bi suy than ning trong Nghién ctru GS-US-120-0108.

¢ Pugc danh gid trudce khi chay thén nhan tao sau khi dung nhiéu lidu TAF 25 mg & 5 d6i tuong nhiém
HBV trong Nghién ctru GS-US-320-4035. Nhiing ddi tuong ndy c6 sd liéu eGFR ban dau theo
Cockeroft-Gault 12 7,2 mL/phiit (4,8 dén 12,0).

4 AUCins
¢ AUClast
f AUCwu
Tré em

Duoc dong hoc ctia tenofovir alafenamid va tenofovir d& duoc dédnh gid & thanh thiéu nién nhidm HIV-
1, chua tirng didu tri va da dung tenofovir alafenamid (10 mg) dung chung véi elvitegravir, cobicistat
va emtricitabin dudi dang vién két hcrp liéu ¢b dinh (E/C/F/TAF; Genvoya). Khdng quan sat thiy su
khac biét ¢6 lién quan vé mat lam sang duoc déng hoc cua tenofovir alafenamid hodc tenofovir gitta
cac dbi twong nhiém HIV-1 vi thanh nién va ngudi lon.

14. Quy cich déng goi:

Hop 3 vi x 10 vién, Hop 5 vix 10 vién, Hop 10 vi x 10 vién.

Chai 50 vién, Chai 100 vién, Chai 200 vién.

15. Diéu kién bio quin: Noi khé thoang, trénh 4nh sdng, nhiét dd dudi 30°C.

16. Han diing ciia thude: 36 thang ké tir ngay san xuat.

17. Tiéu chuén chit lugng ciia thude: Tiéu chuan co sd.
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Tén, dia chi ciia co s& sin xuat thude:

CONG TY CO PHAN US PHARMA USA

L6 B1-10, Budng D2, Khu cong nghiép Tay Béc-Cﬁ‘Chi, 4p Bau Tre 2, x3 T4n An Héi, Huyén Cu
Chi, Thanh phé H6 Chi Minh.

Moi thide mic va thong tin chi tiét, xin lién hé sé dién thogi 028-37908860
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