N
A
N

g /T
m’ \.\..:ﬂ. = - . XXXXX0SL .,
6 R . "

i \ Ll ]
_;_., |
| =T e x >
i &) C | =
WAl e |

sawudwo) gz sivlqel g2

ey Aq paumo yrewspey) , 8S0J9€) NP
Vil wsbommy S ey AN | woouelAp uejA (i oqemn e o ) opnerg | 100" UEI Ay uelA (I
s oot (1] e
woncw Loansu
SINNG anon Jed glip swwoy &Hhﬁ
0 Uy DX WX '0q Uy eAYSRIBGR €[] 77p “ouBiio,p eBeleqwe,| Suep Jeaiasuod

bw oo L/6w 00p

- YIyseN ‘muuIg ‘uoedapy ue.eu AR rd "0.0¢ sed juessedgp
PIHWY $3pojetoqeT] uRiAly 8U BINJEIpd 180185U0D

10q 1 upg Buu (0]0) _‘\mE (0]0) 7 Bus ooy ssi.__za.%“

'$20.L ‘Budn jpyo upnyo ngry Bu1 o JjAngeojos

; bliodhadca oo 1 UeUCo pinapted puiiduios onbeyy
RIS et | 9INOllled Sowduwiog | LR DSl | sielqeL pejeo) wiid
o sl Jinsejed|ap ' i dinsejed|ap
L. um_wﬁn_”yﬁ“ﬂ = “ﬂuo._.....__r_”.___,_u }® lIANgsojos m_ e B &ﬁum__% pue JIAngsojos vr
“UPIA 7 % 0] | dOH 108 Bupg gﬂﬁ%@ﬁﬁ.hﬂz
i by
Buggy rediop '0.0€ 8A0GE 81038 J0U 0Q
Suggy 1ANGS0J05 Buw gop Anseiediop
BN 09 uityd ovq UpE UREA Yo :ugyd gugyy Bw oot JANgsojoS
‘SUjEjU03 J9|qe] Pajeos wiy yoez

wop gy spnyl-xf

ediapAin

2C

an (14112«74049 1

t

T
| S—)

L
=
(il I
€3

= VARNISH

PR

Vey
e
g
o
L
-

N’
et
~
L]
S
Y
o
e
-
=,
~
N
7y
Noed
(-1
O

B.N0/LOT: x0xDxDxixix \,ﬁ
MFDUFAB.: momyyyy  Bodiy
EXP.: mmmvyyyy

Serial No.; xxA0KNGHORXONXOK o , . A
GTIN No.. xaxixoxxoXxoxixoxxoxi _ 750XXXXX ‘

DA PHE

— ]

10 BE CODED




Unwinding Direction
artwork - 100% _

.
“--_-é: Mg, Lic. NoAic. Fab, No: NXVB9
L] id. by: / Fab. par:
me= St
Daossge: hs diracied by the phekcan. etk 42193, NoA §
NOTTO ™ Tragemark pwned by Mytan
KEEP LT OF THE PEAGH A S G oo, b 4 X
dicate: ud A pmul wn
Wiring Fomasonconea st Film Coated Tablets/ "
m-u-u:t? Comprimés Pelliculé ,’:,‘-'-":'_'\'-ﬁ.‘::-‘“ﬁ-\
aC. 400 mg 100 mg _:"/\" = N
s ;mmm 5 e V4 ENECAN
DR Eu e umon. ([[Mylan  wyancom Uitable Deta Godnm il / \// M PHONG N\ T

Indicafiens,
| Err
artwork - 150% \ O

 Each fim coated tablt contins: Y
400 mg Mifg. Lic. No/Lic. Fab. No.: NKD/89
100 mg Mfd. by: / Fab. par:
g:l'n!ﬂ lﬂs?l.:mmsg'cﬁll. F~4 & F-12, MIDC, Malegaon, Sinnar,
NOT 10 EXCEED PRESERIBED DOSARE "Mv;l:?"m&
KEEP OUT OF THE REACH AND SIGHT OF CHILDREN. R( ‘S,OITOSbUVir and "
Indications, Warnings & Precautions: e patasvir a
Read the package leaflet before -
Warning:Farmulaton Contang Lacose. Film Coated Tablets/ ~
P O
mmmgmm Comprimés Pelliculé
mg
. IO 400 151100 - B
A onsarer ;nnzrlwafmm“ 400 mg/100 mg
NE PAS m& u%é:mﬁ [@M | Mid_Fab.: Varnish Free area for
ko, et o e ot i Yol Sifecom Variable Data Coding

Indications,
Lire la notice avant utilisation. e
\mnw&méﬁmmﬂuﬁdﬂlﬂm 28 Tablets/Comprimés

i atdl



Rx P———
f‘/ ”‘ N /
MyVelpa v
(Vién nén bao phim Sofosbuvir/Velpatasvir 400 mg/100 mg) \
Pé xa tam tay tre em '3 A
Doc ki hiedng dan sir dung triede khi dimg ’ 4

Thuoc nay chi diung theo don thudc

THANH PHAN CONG THUC THUOC
Mai vién nén bao phim cé chua:
Sofosbuvir..........coooooiiiinnn.n. 400 mg
Velpatasvir....ciswsivivovpesyais 100 mg

T4 dugc: Copovidone, lactose monohydrate, cellulose vi tinh thé (Ceolus UF-702), cellulose vi
tinh thé (Avicel PH 112), croscarmellose natri, colloidal silicon dioxide, magnesi stearate, ta
duoc bao phim (mau xanh ld TC-510031).

DANG BAO CHE

Vién nén bao phim.

Vién nén bao phim mau xanh 14 cdy, hinh thuén dai, hai mat 16i, canh vat ¢ chit M mot bén va
SFV phia bén kia.

CHI PINH

Vién nén velpatasvir/sofosbuvir dugc chi dinh dé diéu trj viém gan virus C man tinh ¢ nguoi lén.
CACH DUNG, LIEU DUNG

Viéc diéu tri véi \'iérj nén velpatasvir/sofosbuvir nén duoc khoi dau va theo dai bai bac sV ¢o
kinh nghiém trong diéu trj viém gan virus C.

Liéu lwrong

Liéu dung khuyén cdo cia vién velpatasvir/sofosbuvir la udng 1 vién/ngay, kém hoic khong kem
thuce an.

Bing 1:Cac diéu tri va thai gian diéu tri doi voi tat ca kiéu gen ciia viém gan virus C

Nhém bénh nhén® Thoi gian diéu tri

Bénh nhédn khéng xo gan va bénh nhan xo | Udng velpatasvir/sofosbuvir trong 12 tuan
gan con bu i e ke e g %
= C6 thé ket hop vai ribavirin ¢ bénh nhan xo
gan con bu kiéu gen 3

Bénh nhén xo gan mat bu Ubng velpatasvir/sofosbuvir + Ribavirin
trong 12 tuan




“Bao gém bénh nhan déng nhiém HIV va bénh nhin ti nhiém virus viém gan C sau khi ghép
gan,

Khi sir dung két hop véi ribavirin, can xem thém to hudng dan sir dung cua ribavirin dé biét
thém thong tin chi tiét.

Liéu khuyén ding néu st dung ribavirin chia thanh 2 lan/ngay, va dung cliing vdi thire dn duge
trinh bay trong bang 2.

Bing 2: Huéng din str dung ribavirin khi sir dung phi hop véi velpatasvir/sofosbuvir &
bénh nhén xo gan mit ba.

Bénh nhin Liéu Ribavirin

Bénh nhan xo gan Child-Pugh- | 1000 mg/ ngay & bénh nhan ning <75 kg va 1200 mg/
Turcotte (CPT) B trude khi ghép | ngay & bénh nhédn ning > 75 kg.
gan.

Bénh nhan xo gan CPT C trude | Liéu khoi dau 600mg va diéu chinh 1én dén t4i da
khi ghép gan. 1000/1200 mg (1000mg v&i bénh nhan nang <75 kg va
1200 mg o benh nhan ning > 75 kg) néu bénh nhéan co
thé dung nap tot. Can giam liéu cho bénh nhan khéng
dung nap dua trén ndng do haemoglobin.

Bénh nhan chi s& CPT B hodc C
sau khi ghép gan

Néu str dung ribavirin & bénh nhan xo gan con bi kiéu gen 3 (trude hodc sau Ghep gan), liéu
khuyén céo 13 1000 mg/1200 mg (1000 mg ¢ bénh nhan nang < 75 kg va 1200 mg & bénh nhan

nang = 75 kg).
Néu cén thay doi licu ribavirin, tham khao 1o hudng dan sir dung cua cac thudc c¢é chira ribavirin.

Néu co non mua xay ra trong vong 3 gio sau khi sir dung thudc. bénh nhan can dugc hudng dan
dé uonﬂ thém mot vién velpata:,\ ir/sofosbuvir. Néu nén mua xay ra 3 gio sau khi diing thude,
khong cén sir dung thém thudc.

Néu quén ding thuoc velpatasvir/sofosbuvir trong vong 18 gio ké tir thai gian uonG thude thong
thuong, bénh nhan can dugc udng bi som nhét c6 thé va tlep tuc udng liéu tlep theo nhu binh
thuong. Néu da qua 18 aid l\honU nén udng bu va doi dén thoi gian dé udng liéu tiép theo.
Khuyén céo bénh nhan khéng udng gp doi liéu dé ba thuéde.

Piéu tri bénh nhén da thit bai diéu tri phac dd c6 chia NS5A

C6 thé xem xét sur dung velpatasvir/sofosbuvir két hop ribavirin trong 24 tuin.

Ngudi lém tudi

Khoéng can diéu chinh liéu & nguoi 16n wéi.

Bénh nhin suy chirc ning than

V@i céc bénh nhéan suy chiic nang than muc dd nhe va trung binh khong can diéu chinh liéu
velpatasvir/sofosbuvir. Chua ¢6 nghién ciu xem xét tinh an toan va hiéu qué cua

velpatasvir/sofosbuvir ¢ bénh nhén suy thin mic d¢ nang [eGFR] < 30 mL/phit/1.73 m %) hodc
bénh nhén suy than giai doan cudi can diéu tri thim phan tich méu.



Bénh nhan suy chire ning gan

Khong can diéu chmh liéu velpatasvir/sofosbuvir & cac bénh nhin suy gan mic do nhe, trung
binh hoac ning (Chi s6 CPT A, B hodc C). Tinh an toan va hi¢u qua cua velpatasvir/sofosbuvir
da duoc danh Ula & bénh nhan xo gan véi chi sé CPT B nhung chua dugc danh gia trén bénh
nhan xo gan chi sé CPT C.

Bénh nhin nhi

Tinh an toan va hiéu qua cua velpatasvir/sofosbuvir & tré em va tré vi thanh nién dudi 18 tudi
van chua dugc thiét 1ap. Hién chua co dir liéu 6 nhom tudi nay.

Cich dung

Buong dung: Buong uénﬂ.

Bénh nhan uonU thude nguyén vién kém theo hodc khéng kém theo thirc an. Vi thude ¢é vi dano
nén khoéng nén nhai hoac nﬂhlen nat thuée.

CHONG CHI PINH

Man cam véi hoat chit chinh hodc vdi bét ky thanh phan nao cia thude.

Vi cac bénh nhan dang sir dune thudc giv cam tmne P-slveoprotein va cdc thude giv cam (mng
CYP

Khi st dung dong thoi voi cac thude co gdy cam Ung P-al\'coprolein hodc cytochrome P450
(CYP) (rifampicin. rifabutin, St. John's wort  [Hypericum perforatum], carbamazepin,

phenobalblta[ va phenytoin) cé thé lam giam ndng do huyét tuong cua sofosbuvir va velpatasvir
va dan dén giam hiéu qua cia thudc.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Khong su dung dong thoi vién nén velpatasvir/sofosbuvir véi cac duge pham khac c¢é chia
sofosbuvir.

Chdm nhip tim va block tim niang

Pa quan sat thay mat sb truong hop cham nhip tim hodc block tim nghiém trong khi sir dung
sofosbuvir két hop voi thude khang virus truc tiép khic (DAA) hoic khi su dung cung voi
amiodaron va céc thudc 1am cham nhip tim khéc. Co ché hoat dong ndy van chua dugc thiét lap.

Dir lidu vé viée sur dung dong thoi véi amiodaron qua cac nghién ctu phat trién ldm sang cia
sofosbuvir véi cac thube khang virus truc tiép khac (DAAs) con han ché. Tuy nhién do tinh
nghiém trong cua phan Ung nay va cé thé gy tir vong, nén tranh sir dung amiodaron ¢ céc bénh
nhan dang diéu tri bano vién nén \fe]pataS\n/sofost\u trir trudng hop bénh khong dung nap
hodc bi chéng chi dinh véi céc thube didu tri rdi Joan nhip tim khiéc.

Trong trudng hop bénh nhén bit bude phai sir dung amiodaron, bénh nhan can duoc theo doi can
than khi bat dau sir dung velpatasvir/sofosbuvir. Bénh nhén ¢6 nguy co cham nhip tim cao cin
dugc theo ddi lién tuc ¢ co s y té trong 48 gio.

Do amiodaron co thoi gian ban thai dai, can theo doi bénh nhan da ngung diéu tri amiodaron
trong vai thang va khi bat dau sur dung velpatasvir/sofosbuvir.

IR



Tat ca bénh nhan st dung thude velpatasvir/sofosbuvir két hop vai amiodaron va/ hodc cac thude
khac ¢6 thé lam chdm nhip tim can dugc canh bao vé céc triéu chung cham nhip tim, block tim
va cdn dugc ho tro v té khan cap khi phat hién cac tinh trang nay.

Bénh nhan da that bai véi phdc dé diéu tri cé chiva NS5A

Khoéng co dir liéu 1dm sang ching minh hiéu qua cua velpatasvir/sofosbuvir trong viéce diéu tri
cac bénh nhan da that bai véi phac do diéu tri co chira thude ue ché NS5SA khic. Tuy nhién, dua
trén kién thue vé cac bién thé siéu vi NS5A quan sat théy & cac bénh nhan da diéu tri that thai
v6i cac phac dd c6 chira chat uc ché NS5A khac, va dua trén két qua diéu tri cia
velpatasvir/sofosbuvir & bénh nhan tham gia vao nghién ciiu ASTRAL ma chua ding qua chét
tic ché NSSA c6 cac bién thé siéu vi NS5A & mire co 5o, cé thé xem xét phac do didu tri voi
velpatasvir/sofosbuvir phdi hop vdi ribavirin trong 24 tudn & cac bénh nhan da thét bai véi phac
d6 diéu tri co chira chat te ché NS5A voi nguy co tiép dién 1am sang cao va khéng cd phéac do
diéu tri khéc thay thé.

Suy thin

Véi cdc bénh nhan suy chie nang than mue dd nhe va trung binh khong can diéu chinh liéu
velpatasvir/sofosbuvir. Chua c¢6 nghién ciu danh gid tinh hiéu qua va an toan cua
velpatasvir/sofosbuvir ¢ bénh nhan suy than mirc d6 nang [eGFR] < 30 mL/phut/1.73 m:) hoac
bénh nhan suy than giai doan cudi can thim phéan taich mau. Khi st dung velpatasvir/sofosbuvir
két hop véi ribavirin, vui long tham khao to hudng dan sir dung cua cac thude cd chira ribavirin
dé ¢6 chi dinh cho bénh nhan ¢ dd thanh thai creatinine < 50 ml/phut.

Bénh nhin dang s thuic gy cam wng P-gp va CYP trung binh

Cac thue o chira P-glycoprotein hodc lam ting hoat dong cvtochrome P450 (CYP) (rifampicin.
rifabutin, St. John’s wort [Hypericum perforatum], carbamazepine, phenobarbital va phenytoin)
khi sir dung chung ¢6 thé lam giam ndng do huyét tuong cua sofosbuvir va velpatasvir va lam
giam hiéu qua cia thude. Vi thé khong nén str dung chung sofosbuvir/velpatasvir vdi cac thudce
trén.

St dung két hop véi cdc phdc do diéu tri HIV

Sofosbuvir/velpatasvir cé thé lam tang tac dung cua tenofovir, dac biét khi su dung véi phac do
diéu tri HIV ¢6 tenofovir disoproxil fumarate va thude kich thich duoc doéng (ritonavir hodc
cobicistat). Tinh an toan ciia tenofovir disoproxil fumarate khi sir dung chung véi cac thude trén
chua duoc xac dinh. Cén can nhic cac rai ro va loi ich cua viéc dung sofosbuvir/velpatasvir
chung voi liéu thude két hop cd chia elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil
fumarate hogc liéu thudc tenofovir disoproxil fumarate két hop véi chét e ché protease (v.d
atazanavir hodc darunavir), dac biét & cadc bénh nhén co rii ro suy chure nang than cao. Cac bénh
nhén su dung sofosbuvir/velpatasvir chung VOl cac thudc cd
elvitegravir/cobicistat/emtricitabine/tenofovir disoproxil fumarate hodc tenofovir disoproxil
fumarate két hop thude tic ché protease can dugc quan sat dé nhan biét cac phan mg phu cua
tenofovir. Tham khao thém tom tat chi tiét san pham cia tenofovir disoproxil fumarate,
emtricitabine/tenofovir disoproxil fumarate hodc elvitegravir/cobicistat/emtricitabine/tenofovir
disoproxil fumarate dé biét thém chi tiét quan sat chirc nang than.

Cdc bénh nhan dong nhiém HCV va HBV (viém gan siéu vi B)



Céc truong hop tai hoat dong cua virus viém gan B (HBV). mét sb gdy tir vong, da duge béo cédo
trong hodc sau khi diéu tri bancr cac thude khang virus tic dung truc '[!Ep Sang loc HBV nén
dugc thuc hién & tit ca bénh nhan trude Khi bat dau diéu tri. Bénh nhan déng nhiém HBV/HCV
¢ nguy co tai hoat dong HBV, do do can duoc theo ddi va quan 1y theo hudng din 1am sang
hién tai.

Bénh nhian xo gan chi sé CPT C

Hiéu qua va tinh an toan cua sofosbuvir/velpatasvir chua duoc thir nghiém trén bénh nhan xo
gan chi s CPT C.

Bénh nhan ciy ghép gan

Hi€u qua va tinh an toan cua sofosbuvir/velpatasvir trong viéc diéu tri nhiém viém gan siéu vi C
& bénh nhan da cay ghép gan. Viéc diéu tri bang liéu duge chi dinh can duoc thong qua bdi bac
sT diéu tri sau khi xem xét cée ri ro va loi ich trong viéc nay.

Cic thanh phan ti dwoe

Thuoc sofosbuvir/veltapasvir ¢ chira lactose monohydrate. Nhitng bénh nhan ¢é réi loan di
truyén khong dung nap galatose. thiéu Lapp lactase hodc kém hap thu glucose-galatose khong
nén dung thude nav.

SU DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU

Phu niv mang thai

C6 rat it dir liéu vé viée sur dung sofosbuvir, velpatasvir hodc sofosbuvir/velpatasvir (tong cong
dudi 300 truong hop) trén phu nit mang thai.

Sofosbuvir

Cac nghién ctru tlen déng vat khong cho [hav thude ¢6 thé anh huong dén kha nang sinh san truc
tiép hodc gian tiép.

Céc nghién ctu xdc dinh duge liéu & chudt twong duong véi licu dung diéu tri & nguoi.
Velpatasvir

Céc nghién ctru ¢ dong vat cho thay thude ¢6 lién quan dén giam kha nang sinh san. Vi thé nén
dé phong rii ro nay va khong stir dung sofobuvir/velpatasvir ¢ phu nir mang thai.

Phu niv cho con bu

Chua xéac dinh dugc sofosbuvir va céc chat chuvén hoa ciia sofosbuvir hodc velpatasvir co dugc
tiét ra theo sta me hay khéng..

Céc sb lieu duoc déng & dong vét cho thay velpatasvir va cac chat chuyén héa cia sofosbuvir
dugc tiét ra theo sira me.

Vi thé khéng thé loai bo rui ro dén tré so sinh. Phu nir cho con bu khéng nén sir dung
sofosbuvir/velpatasvir.

Kha nang sinh sin

Hién tai khong cé sd liéu vé anh huéng cua sofosbuvu/velpatasvu trén kha nang sinh san cia
nguol. Cac nghién cuiu trén dong vt l\honar cho thay thudc ¢6 anh hudng dén kha nang sinh san.

)\ﬂéb/



Néu st dung ribavirin két hop sofosbuvir/ velpatasvir dé diéu tri, tham khao thém phan tém tat
chi tiét san pham ctia ribavirin vé anh huéng dén kha ndng sinh san, phu nir mang thai va cho
con bu ciia thude.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Sofosbuvir/velpatasvir khong hodc gdy anh hudng khong dang ké dén kha nang 1ai va van hanh
mdy moc.

TUONG TAC, TUONG KY CUA THUOC

Vi thude sofosbuwr/ve]tapaswr c6 sofosbuvir va velpataswr nhiing thudc cé tuong tac véi tiing
thanh phan riéng biét ciing cd thé ¢o tuong tac voi vién nén sofosbuvir/velpatasvir.

Kha ning vién nén sofosbuvir/velpatasvir anh huéng dén cdc thuéc diéu tri khdc.

Velpatasvir la chét e ché céc thanh phan nhu tac nhan vén chuyén thudc P-gp, protein chéng
ung thu va (BCRP), polvpeptide vin chuven anion (OATP) IBI va 1B3. Néu dung chung

sofosbuvu/veltapaswr Vi cdc thube co thanh phin la co chét cia céc tac nhan nay co thé lam
ting tac dong cia cac thudc. Bang 3 liét ké cac thude twong tic co chat cua P- -gp (digoxin),
BCRP (rosuvastatin), va OAtP (pravastatin).

Cidc dwge phim khdc o thé twong tic vdi sofosbuvir/velpatasvir

Sofosbuvir va velpatasvir la co chat cua protein van chuyén P- gp va BCRP. Velpatasvir cling la
co chat cia OATPIB. Trong in vitro, velpatasvir dugc chuyén héa mot phian boi CYP2B6.
CYP2C8, CYP3A4. Cac duoc pham ting manh hoat ddéng cua P-gp hodc CYP2B6, CYP2CS.
CYP3A4 (vi du nhu rlfamplcm rifabutin, St. John’s wort, carbamazepine, phenobarbital and
phenytoin) ¢6 thé lam giam ndng do hu;et tuong cua sofosbuvir hodc velpatasvir va lam giam
hi¢u qua cua sofosbuvir/velpatavir. Vi thé viéc sir dung chung sofosbuv ir/velpatasvir véi céc
thudc trén bi chéng chi dinh. Cac thuéde lam tang vua hoat dong cua P-gp hodc CYP (vi du nhu
oxcarbazepine, modafinil or efavirenz) ¢ thé lam giam néng dé huyét tuong cua sofosbuvir
hodc velpatasvir 1am giam hiéu qua cta thude. Khéng su dung chung cac thudc trén vai
sofosbuvir/velpatasvir. Sur dung cac thude e ché P-gp hodc BRCP co thé lam tang nong do
huyét tuong ciia sofusbuvir hodc velpatavir. Cac thuée e ché OATP, CYP2B6, CYP2CS,
CYP3A4 ¢6 thé lam tang néng do huyét tuong cia velpatasvir. Nhitng tuong tac trén P-gp,
BCRP, OATP. CYP450 nay dugc du doan khong gdy anh hudng lam sang ding ké: ¢ thé sur
dung sofosbuv;r/ve]patasv:r v6i thude te ché P-pg, BCRP, OATP va CYP.

Bénh nhin dwoc diéu tri bang chit doi kh dng vitamin K

Vi chirc nang gan cd thé thay déi trong qua trinh dleu tri bang sofosbuvir/velpatasvir, nén theo
ddi chit ché cac gia tri chi sé binh thudng hoa quéc té (INR).

Twong tdic giiva sofosbuvir/velpatasvir véi cdc thuéc khic

Bang 3 liét ké cac tuong tac thuoc quan t1on0 duoc biét hodc c6 thé xay ra (khoang tin cay 90%
clia tv 1é thay doi trung binh nim trong “7, trén “17, hay dudi “|” mic d6 tuong tic khong
quan trong). Céc tuong tdc dugc liét ké dua theo cic nghién cuu véi sofosbuvir/velpatasvir hodc
riéng le velpatasvir hodc sofosbuvir, hodc duge du dodn c6 thé xay ra véi sofosbuvir/velpatasvir.
Bang nay khong bao gdm tit ca phdn tng c6 thé xay ra.



Bing 3 : Twong tic giira sofosbuvir/velpatasvir va cdc thuoe khac

Durge pham x'ép theo | Anh hudéng dén cic chi sé ciia thube. Huéng dan sit dung
n’hom/ co' ché tuong T¥ 18 thay dbi (khoing tin ciy 90% )™ chung \-’.0'1 sofosbuvir/
tac velpatasvir

Active Crax AUC | @
CAC THUOC GIAM ACID

B0 hoa tan cua velpatasvir
giam néu pH ting. Cic
thude lam ting pH trong
bao tir cé thé lam giam
nong do cua velpatasvir.

Thuoc khdng acid

Vi du nhu nhom hodc | Tuong tac chua duoc nghién cuu.

magnesi
calcium carbonate

(tang pH bao tu)

hydroxide; Co thé

«— Sofosbuvir

1 Velpatasvir

Nén st dung thude giam
acid va
sofosbuvir/velpatasvir
cach nhau it nhat 4 gio.

Thudc trc ché thu thé H2

Co thé udng chung thuoe

Famotidine Sofosbuvir | « - : ﬁ
ity 40 — 1 uc ché thu thé H2 voi
B o = sofosbuvir/velpatasvir &
lan/naa))f" SO{OSbU\wll/ Velpatasvir | | 080 ] 0.81 licu tuwong duong khong
velpatasvir (lieu 400/ P = = =
: Og’mg)c (0.70. | (0.71,091) cao hon famotidine 40mg
& 0.91) 2 lan/ngay.
| Famotidine dung chung
va&i
sofosbuvir/velpatasvir®
Cimetidine®
Nizatidine®
Ranitidine®
(Tang pH bao tu)
7




Famotidine Sofosbuvir ||  0.77 | | 0.80
(]iéu & me | E)Oé678, (0.73, 0.88)
lan/ngay)/ sofosbuvir/ 37)
velpatasvir  (400/ 100 -
Y PORY - :
mg | lan/ngay) Velpatasvir |
Famotidine str dung 12
trudc Khi udng
sofosbuvir/velpatasvir
(tdang pH bao )
: Thudc ire ché bom proton (PPI)
Omeprazole Sofosbuvir | | 0.66 | | 0.71 Khéng nén su dung chung
= 3 . (0.55, (0.60, 0.83) véi thude ue ché bom
e [i‘;’;p;i;?i 0.78) proton. Néu bit buge phai
400/ 100 mg 1 su dung PPI chi udng liéu
lan/ngay khi nhin gn)C tuong d‘L!'O'n:g omeplr‘azole
Velbatasyi i 0.64 ?_O{ug va udng 4 gio sau
e I 0.63] (052 0.79) khi ~  da dung
Omeprazole st dung (0.50, sofosbuvir/velpatasvir vdi
ciing ltic Vi 0.78) thtrc an "
sofosbuvir/velpatasvir d
Lansoprazole®
Rabeprazole®
Pantoprazole®
| Esomeprazole®
(tang pH bao tir)
Omeprazole Sofosbuvir | | 0.79 | «
20 mg 1 lin/ngay)/ 80;2&
sofosbuvir/ velpatasvir L
400/ 100 mg 1 .
lan/ngay khi no)* Velpatasvir L 067 l 0.74
' (0.63, 0.86)
(0.58,
Omeprazole su dung 4 0.78)
8




gio

sofosbuvir/velpatasvir

(ting pH bao 1)

sau
d

THUOC PIEU TRI LOAN NHIP TIM

Amiodarone Chua tha nghiém tuong téc. Chi sir dung néu khong cé
thuée khéc thay thé. Can

) . quan sit bénh nhan cin

Chua xac dinh anh huong dén ndng dd cua | than néu s dung chung

amiodarone, ve[patasvir, va sofosbuvir. val Sofosbu\iir,/ve[patasvir

Digoxin Chi dugc thir nghiém véi velpatasvir. Sofosbuvir/ velpatasvir co

D doan:

« Sofosbuvir

thé Jam ting nong dg cua
digoxin. Néu s dung
digoxin chung vOi
sofosbuvir/velpatasvir can
canh bao bénh nhin va
quan sat nong do cla
digoxin chit ché

Digoxin (0.25 mg 1
]én/ngéy)f/ _velpatasvir
(100 mg I lan/ngay)

(Uc ché P-gp)

Anh hudng dén velpatasvir chua duoc xéc dinh
Dur dodn:

« Velpatasvir

Két qua: 1 191 1.3 (1.1,

Digoxin (L%:2:1) | 1.6

THUOC CHONG PONG

Dabigatran etexilate

(Uc ché P-gp)

Tuong tac chua dugc tho nghiém.
D dodn.

T Dabigatran

+« Sofosbuvir

< Velpatasvir

Can quan sat chit ché céc
dau hiéu xuit huyét va
thiéu méau & bénh nhan sur
dung dabigatran etexilate.
Thuc hién tho nghiém
chuc ning dong mau dé
xdc dinh bénh nhan ¢ rai
ro xuat huyét cao.

Céac chat dbi
Vitamin K

khéang

Twong tac chua duoce nghién ciu

Can theo dai chit ché chi
s6 INR v6i tat ca cac chat
déi khang vitamin K. Diéu
ndy la do su thay déi chirc
ndng gan trong qua trinh

A




diéu tri Vol
sofosbuvir/velpatasvir.

THUOC CHONG CO GIAT

Carbamazepine
Phenytoin
Phenobarbital
(Cam ung P-gp va
CYPs)

Tuong tac chua dugc thir nghiém.

Dur dodn:
| Sofosbuvir

| Velpatasvir

Sofosbuvir/velpatasvir b
chéng chi dinh  véi
carbamazepine,

phenobarbital phenytoin,
va cac thudc cam ung
manh P-gp va CYP khac.

Oxcarbazepine

Tuong tac chua dugce thu nghiém.

Vi viéc su dung chung
sofosbuvir/velpatasvir va

(Cam tng cua P-gp va | Dir dodn: . e -
CYP) oxcarbazepine co thé lam
I Sofosbuvir giam nong dé huyeét tuong
| Velpatasvir cua sofosbuvir va
velpatasvir va lam giam
hiéu qua dieu tri cuoa
sofosbuvir/velpatasvir.
Khéng nén st dung chung
cac thuoc nayv,
THUOC PIEU TRI NAM
Ketoconazole Tuong tac chua duge tho nghiém Khéng can thay déi liéu
; Hr/v i 3
The e sofosbuvir/velpatasvir va
ketoconazole.
<> Sofosbuvir
Ketoconazole Anh huéng dén Ketoconazole chua duoc thu
(200 mg 2 nghiém.
lan/ngay)/ ;
gay) D doan:

velpatasvir (100
mg 1 lan/ngay)®

« Ketoconazole

Kérqua: |1 13|71 17 (14,|113 (10,
(Cam ung P-gp Ve]patasvir (1.0, 1.6) | 2.2) 1.6)
va CYPs)
[traconazole
Voriconazole
Posaconazole
Isavuconazole

10



THUOC PIEU TRI MYCOBACTERIUM

Rifampicin (600 mg 1

lin/ngay)/

sofosbuvir

(400 mg 1 lan/ngay)°

(Cam ung
CYPs)

P-gp va

Rifampicin (600 mg 1 lan/ngay)/ sofosbuvir (400

mg 1 lan/ ngay)®
(Uc ché P-gp va CYPs)

Rifampicin (600 mg 1
lan/noa\)/ sofosbuvir (400
mg 1 lan/ngay)®

Két qua: | 023
(0.19,

Sofosbuvir 0.29)

i 0.28
(0.24, 0.32)

(tang hoat dong cua P-gp

Rifampicin (600 mg 1

Jan/n cav)/

velpataswr

(100 mg 1 lan/ngay)

Anh huong trén rifampicin chua dugc thir nghiém.

Dir doan:

< Rifampicin

(Cam ung P-gp va Kér qua: ! 0.29 | | 0.18
CYPs) Vel o, | (023, (0.15, 0.22)
elpatasvir 0.37)

Rifabutin Tuong tac chua duge tha nghiém. Sofosbuvir/velpatasvir  bj
Rifanentine T chong chi dinh véi cédc

¢ ' o thuée ting hoat dong P-gp

| Sofosbuvir va CYP nhu rifabutin.

(Cam 1ung P-gp va || Velpatasvir Vi viée st dung chung

CYPs)

sofosbuvir/velpatasvir va
rifapentine  ¢6 '
U1am nong do huyét tuong
sofosbuvir va
velpatasvir va lam giam
hiéu qua diéu tri coa
sofosbuvir/velpatasvir.
Khéng nén st dung chung
cac thudc trén.

thé lam

CAC THUOC PIEU TRI

HIV: THUOC UC CHE MEN SA0 CHEP NGUQC

Tenofovir
fumarate

disoproxil

Sofosbuwr/velpataswr duge cho thay co thé lam tang murc d§ anh hudng cua
tenofovir (do tc ché P-gp). Mtrc d¢ anh huong (AUC va Cma,\) cua tenofovir
tang khoang 40-80% ¢ nhiing bénh nhan st dung phac dé diéu tri HIV ¢6
sofosbuv1r/ve]patasv1r va tenofobwr disoproxil fumarate/emtricitabine.

Nhimng bénh nhéan su dung chung tenofovir disoproxil fumarate va
sofosbuwr/velpataswr can duoc quan sat can than cac dau hiéu tang anh hudng
cua tenofovir. Tham khao thém phén tém tit chi t:et san pham cia cdc san
pham c6 tenofovir disoproxil fumarate dé biét chi tiét cach quan sat chire nang

than,

11
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Efavirenz/ Efavirenz | < > — Viéc su  dung chung
emtricitabine/ tenofovir sofosbuvir/velpatasvir va
disoproxil fumarate Sofosbuvir | 1 15 | s efavirenz/emtricitabine/te
(600/ 200/ 300 mg 1 (1.1, 1.7) tiovir | disqpEoxil
lin/ngay)/  sofosbuvir/ ] ﬁimaratf = tf‘ S lan Elatl
velpatasvir (400/ 100 | Velpatasvir | | 0.53 | | 047 | | 0.43 | nong df huyét tuong cua
mg 1 lin/ngay)®¢ (0.43, (0.39, 0.57) | (0.36, velpatasvir. Khong nén sur
E 0.64) 0.52) dung
sofosbuvir/velpatasvir vai
cac phac dd cé efavirenz.
Emtricitabine/rilpiviri | Rilpivirine | < e > Khong can diéu chinh liéu
ne/ tenofovir disoproxil sofosbuvir/velpatasvir
fumarate Sofosbuvir | < i hoac emtricitabine/
(200/ 25/ 300 mg 1 gi.lpl\flru?fa/tenofowr
| lan/ngay)/  sofosbuvir/ Velpatasvir | < > > SRRt
velpatasvir (400/ 100
mg 1 lan/ngay)*¢
CAC THUOC PIEU TR] HIV: UC CHE PROTEASE CUA HIV
Atazanavir két hop | Atazanavir | — - t 1.4 (1.2, | Khong cin thay déi liéu
ritonavir (300/ 100 mg 1.6) sofosbuvir/velpatasvir,
I lan/ngay) + atazanavir (két hop
emtricitabine/ tenofovir | Ritonavir — 7 1.3 (1.5, | ritonavir) hodc
disoproxil fumarate 1.4) emtricitabine/tenofovir
(200 / 300 mg 1 disoproxil fumarate.
lan/ngay)/  sofosbuvir/ | Sofosbuvir | « =
velpatasvir (400/ 100
mg 1 lin/ngay) *° Velpatasvir |1 1.6 |1 2.4 (2.2, |1 4.0 (3.6,
(1.4, 1.7) | 2.6) 4.5)
Darunavir két hop | Darunavir | « > — Khéng cin thay déi liéu
ritonavir (800 / 100 mg sofosbuvir/velpatasvir
1 Ién/ngéy) + | Ritenavir - - - tablet, darunavir (két hop
emtricitabine/ tenofovir ritonavir) hoac
disoproxil fumarate Sofosbuvir ||  0.62 | | 0.7 emtricitabine/ tenofovir
200/ 300 mg 1 i disoproxil fumarate.
3 w ; (0.54, (0.66, 0.80)
lan/ngay)/ sofosbuvir/ 0.71)
velpatasvir (40(3/ 100 i
mg I lan/ngay)” Velpatasvir | | 0.76 | < —
| (0.65,
0.89)
Lopinavir két hop | Lopinavir | < > > Khéong can thay doi liéu
12
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ritonavir (4x200 mg/ 50 Ritnniai i . - sofosbuvir/velpatasvir
mg 1 lan/ngay) + tablet, lopinavir (két hop
emtricitabine/ tenofovir i - ritonavir) hoidc
disoproxil fumarate | Sofosbuvir | |~ 0.59 1] 0.7 (0.6, emtricitabine/  tenofovir
(200/ 300 mg 1 (0.49 0.8) disoproxil fumarate.
lan/ngay)/  sofosbuvir/ 0.71)
velpatasvir (400/ 100 )
mg 1 lin/ngay)® Velpatasvir | | 0.70 | < T 1.6 (1.4,
(0.59, 1.9)
0.83)
THUOC PIEU TRI HIV: THUOC UC CHE INTEGRASE
Raltegravir (400 mg 2 | Raltegravir | < “ l 0.79 | Khéng can thay dbi liéu
lan/ngay) + (0.42, 1.5) | sofosbuvir/velpatasvir
| emftricitabine/ tenofovir raltegravir hoac
disoproxil fumarate | Sofosbuvir | < - emtricitabine/  tenofovir
(200 / 300 mg 1 disoproxil fumarate.
lan/ngay)/  sofosbuvir/ Velpatasvir | « ey o
velpatasvir (400/ 100
mg 1 lan/ngay)® ¢
Elvitegravir/ Elvitegravi | < — — Khéng can thay déi liéu
cobicistat/ r sofosbuvir/velpatasvir
emtricitabine/ tenofovir hoic
alafenamide fumarate | Cobicistat | «> « T 2.0 (1.7. | elvitegravir/cobicistat/emt
(130 150 200 10 mg |l
| Ian/nga.}")/ sofosbuvir/ Tenofovir | s - fumarate.
velpatasvir (400/ 100 slafevianitd
mg 1 lan/ngay)" ¢ g
Sofosbuvir | <« T 1.4 (1.2,
1.5)
Velpatasvir | 1 13|17 1.5 (14,116 (14,
(1.2,1.5) | 1.7) 1.8)
Elvitegravir/ Elvitegravi | < > — Khong can thay déi lidu
cobicistat/ r sofosbuvir/velpatasvir
emtricitabine/ tenofovir tablet hodc elvitegravir/
disoproxil fumarate Cobicistat | « T 1.2 (1.2, | 1 1.7 (1.5, | cobicistat/emtricitabine/
(150/ 150/ 200/ 300 mg 1) 19) RNy disgpitosd
1 1dn/ngay)/ sofosbuvir/ : frdardte:
g4 Sofosbuvir | « —
velpatgswr (400/ 100
mg 1 ldn/ngay)® 4 _
Velpatasvir | <= > T 1.4 (1.2,
13



1.5)
Dolutegravir (50 mg 1 Dolutegrav | < — > Khéng can thay déi liéu
lan/ngay)/ sofosbuvir/ | ir sofosbuvir/velpatasvir
velpatasvir (400/ 100 hoic dolutegravir.
mg 1 lan/ngay) Sofosbuvir | « e
Velpatasvir | < - —
THANH PHAM THAO DUOC

St. John’s wort

(Cam ung P-gp va
CYRy

Tuong tac chua duge thu nghiém.
Dur doan:
| Sofosbuvir

| Velpatasvir

Sofosbuvir/velpatasvir  bi
chéng chi dinh  véi
St.John’s wort vi thudc cé
thé tang manh hoat djng
cua P-gp va CYP.

CAC THUOC UC CHE

HMG-CoA REDUCTASE

Rosuvastatin

Chi thu nghiém tuong tc vadi velpatasvir
Dur dodn:

« Sofosbuvir

Rosuvastatin (10 mg 1
lin/ngay)/  velpatasvir
(100 mg 1 ]én/ngé_\-’)d

(Uc ché OATPIB va
BCRP)

Kérqua: |1 2.6
Rosuvastati 23,29
n

Dur doan:

<> Velpatasvir

Chua thu nghiém anh huong trén Velpatasvir

Str dung
sofosbuvir/velpatasvir
chung vaéi rosuvastatin cd
thé lam ting néng do cua
rosuvastatin_ va dan dén
rii ro ton thuong co, dat
biét ¢6 thé gay tidu co
véan.

Tuy nhién, liéu tuong
duong rosuvastatin khong
qua 10mg cd thé sir dung
vai sofosbuvir/velpatasvir.

Pravastatin

Chi thu nghiém tuong tac voi velpatasvir
Dur doan:

«— Sofosbuvir

Pravastatin (40 mg 1
lan/ngay)/ velpatasvir
(100 mg 1 lén:’ngéy)d

(Uc ché OATP1B)

Két qua: 1 131 1.4 (1.2,

Pravastatin (1.1, 1.5) | 1.5)

Chua tha nghiém anh hudng trén velpatasvir
Dur doan:

« Velpatasvir

Khong cin thay déi licu
sofosbuvir/velpatasvir
hodc pravastatin.

14
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Cac statin khac Dir docn: Khong thé loai bo tuong
’ tdc v&i cac thube uc ché
Statins
I HMG-CqA reductase
khdc. Neu su dung cdc
thuoc  nay chung véi
sofosbuvir/velpatasvir cén
phai quan sdt cdc phan
ing phu va thay doi liéu
néu can thiét,
THUOC GIAM PAU GAY NGU
Methadone R- - - Khéng cin thay déi liéu
(Methadone ™ didn i methadone methadone hoiac
d‘uv tri [30 to 130 me sofosbuvir/velpatasvir.
J = -
daily])/ sofosbuvir (400 | > hadone | -
mg | ldn/ngay) fmethadone
Sofosbuvir | < T 13 (1.0
1.7)

Methadone

Dir doan:

< Velpatasvir

Chi thu nghiém tuong tac vai sofosbuvir.

CAC THUOC UC CHE

HE MIEN DICH

Khéng can thay doi liéu

Ciclosporin Ciclosporin | «» -
600 mg 1 Iin/ngay)/ sofosbuvir/velpatasvir
sofosbuvir (400 mg 1 | Sofosbuvir | 1 251745 @33 Uik Riclosponp.
lin/ngay)’ (1.9,3.5) |6.3)
Ciclosporin Ciclosporin | < I 0.88
(600 mg 1 Ién/ngéy)f/ (0.78,1.0)
;’;;Efjaff)’ér (1O g 1 Velpatasvir | 1 161 2.0 (1.5
4 (1.2,2.0) |2.7)

Tacrolimus Tacrolimus | | 0.73 | 1 1.1 (0.84, Khéng can thay dbi lidu
- X s (.59 1.4) sofosbuvir/velpatasvir
5 mg 1 lan/ngay)f/ ( ! , .
sofosbuvir (400 mg 1 0.90) hodc tacrolimus.
Py o d
tan/ngy) Sofosbuvir || 0.97 | 1 1.1 (0.81,

(0.65, 1.6)

1.4)

15
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Tacrolimus

Anh hudng velpatasvir chua dugc thir nghiém.

Dur docn:

< Velpatasvir

THUOC NGUA THAI

Norgestimate/  ethinyl | Norelgestro | < o >

estradiol (norgestimate | min

0.180 mg/ 0.215 mg/

0.25 mg/ ethinyl | Norgestrel | « 11.2(098, |1 1.2 (1.0,

estradiol 0.025 mg)/ 1.5) 1.5)

sofosbuwr (400 mg 1

lin/ngay)° Ethinyl = % L
estradiol

Norgestimate/  ethinyl | Norelgestro | « > >

estradiol (norgestimate | min

0.180 mg/ 0.215 mg/

0.25 mg/  ethinyl | Norgestrel | < — >

estradiol 0.025 mg)/

velpatasvir (100 mg 1 | Ethinyl 1 1.4 | — l 0.83

lan/ngay)® estradiol | (1.2, 1.7) (0.65, 1.1)

Khoéng can thay doi liéu
thudce ngtra thai.

a. Ty lé thay dor trung binh (va do tin cdy 90%) cua cac chi s6 duoc dong don déc hoic so
sanh véi thude khac. Khang thay déi = 1.00.

=i

a o

Bénh nhan su dung vién nén sofosbuvir/velpatasvir.

Muc dé tuong tac khéng dang ké 70-143%.

e. Cac duoc phim cung nhém véi tuong tac tuong tu.

f. Muc dd chép nhén twong duong sinh hoc 80-125%.

g. Muc d6 tuong tac duge dong khong déng ké 50-200%.
TAC DUNG KHONG MONG MUON CUA THUOC

Tom tat so lwpe tinh an toan

Tt ca cic nghién ciiu tuong tac duoc thuc hién trén nguai tinh nghuyén khoe manh.

Cac danh gia an toan cua sofosbuvir/velpatasvir hién tai dua trén cdc nghién ciru 1am sang giai
doan 3 voi cde bénh nhan viém gan siéu vi C loai kiéu gen 1,2.3.4.5.6 (cé bu hodc khéng bu) bao
gbm téng cong 1,035 bénh nhén sir dung sofosbuvir/velpatasvir trong 12 tuén.

Khoang 0.2% bénh nhan ngung diéu tri do phan g phu va khoang 3.2% bénh nhan béo cdo cé
phan tng phu trong 12 tuan diéu tri. Trong céc nghién ctru ndy, cac phan Gng lién quan dén
thude pho bién nhat la nhirc dau, mét moi va budn nédn (ty 1& phat sinh > 10%) & bénh nhan diéu
tri voi sofosbuvir/velpatasvir trong 12 tuan. Nhirng phan tmg nay va cac phan ung khac tuong
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duong gifta nhdm bénh nhan sir dung sofosbuvir/velpatasvir va nhom bénh nhan su dung gia
duogc.

Bénh nhin xo gan klhéng bu

So lugc an toan cua sofosbuvir/velpatasvir duge thue hién trén mot nghién ctiru mo nhan & bénh
nhidn xo gan chi s6 CPT B chia theo nhém diéu tri sofosbuvir/velpatasvir trong 12 tudn (n= 90),
sofosbuvir/velpatasvir + RBV trong 12 tuan 9 n= 87) hoac sofosbuv1r/ve1patasv1r trong 24 tuan.
Céc phan ung phu dugce quan sat phi hop véi qua trinh tién trién cua bénh xo gan khong bu,
hodc phu hop vai doce tinh cua ribavirin ¢ cac bénh nhan diéu tri két hop sofosbuvir/velpatasvir
va ribavirin.

Trong sb 87 bénh nhan diéu trj voi sofosbuvir/velpatasvir két hop ribavirin, 23% bénh nhan c6
chi s6 haemoglobin giam dudi 10g/dL va 75 giam dudi 8.5 g/dL. Khoang 15% bénh nhan ngung
diéu tri sofosbuvir/vel patasvir + RBV do phan tung bat loi trong 12 tudn.

Mé td mpt vai phan ing bit lpi
Roi loan nhip tim
Trong céc bao cdo, nhiing truong hop chdm nhip tim nghiém trong xut hién & bénh nhén diéu tri

bang sofosbuvir két hop voi thude diéu tri virus truc tiép khic chung véi amiodaron hoac thube
lam giam nhip tim khac.

Bdo cdo cdc phdn irng bat loi
Viéc bao cdo céac phan tng bat loi sau khi thude duoc chap thudn rat quan trong vi viée nay giup

danh gia tinh an toan cua thude. T4t ca nhan vién v té can phai bdo cdo cdc phan tng bat lgi cua
thudc theo hé thong bio cdo cua dia phuong.

QUA LIEU VA CACH XU TRI

Liéu cao nhat cua sofosbuvir va velpatasvir da duge st dung lan luot 1a liéu don 1200 mg va 500
mg. Trong nghién ctu & nguoi tinh nguyén khoe manh. chua co tac dunﬂ l\hon<r mong mubn nao
dugc quan sat thiy & cac mirc lidu noi tén, tac dung khong mong mudn c¢é tan sd va muc do
nghiém trong 14 tuong tu vdi cac tac dung khong mong mudn duoc quan sat & bénh nhan su
dung gia duge. Hién chua rd tic dung cua thudc khi st dung liéu cao.

Hién chua 13 thude giai doc dic hiéu dung cho truong hop s dung qua liéu
sofosbumr/velpataswr Néu xay ra qua liéu, can giai quyét dgc tinh cho bénh nhan. Dm véi diéu
tri qua liéu cua sofosbuvir/velpatasvir, bénh nhan can duoc hd trg v té chung bao gom duy tri su
séng cling nhu 1a theo dai tinh trang 1dm sang cia bénh nhan. Tham phan tich mau ¢6 thé loai bo
mét cach hiéu qua chit chuyén héa chinh caa sofosbuvir, GS-331007 véi ty 1€ 1a 53%. Tham
phan tach mau dudng nhu khéng ¢o gia tri trong viéc dao thai velpatasvir do velpatasvir co ty I¢
gan protein huy ét tuong cao.

PAC TINH DUQC LUC HQC
Nhém thude: Thude khang virus truc tiép
Co ché tac dung

Sofosbuvir 1a chét tc ché n]neu kiéu gen cta gen NS5B ma héa RNA polymerase phu thude
RNA cia HCV (polymerase can thiét cho su tai ban cta virus). Sofosbuvir la tién chat cia
nucleotid sau khi trai qua chuyén hoa ndi bao sé hinh thanh dang triphosphat tuong ty uridin ¢é
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hoat tinh dugc Iy (GS- 461203), ¢6 thé tich hop vao RNA cia HCV bing polymerase NS5B va
dong vai tro két thuc chum Trong mot thir nghiém hoa sinh. GS- 461203 1rc ché hoat tinh
polymerase ctia NS5B tai t6 hop tir cac kiéu gen HCV b, 2a. 3a va 4a voi nonﬁ do e ché 50%
(ICs0) dao dong tir 0,7 dén 2.6 uM. GS-461203 (chat chuyén héa cé hoat tinh cua sofosbuvir)
khéng e ché DNA va RNA polymerase ctia nguoi ciing nhu khéng e ché cia RNA
polymerase 6 ty thé.

Velpatasvir 14 mot chat tic ché HCV nhim dén protein NSSA HCV, chat can thiét cho ca viée
sao chép RNA va lap rap cac virus HCV. Trong céc nghién ctru in vitro Iua chon chat dbi khang
va déi khang chéo chiing o ring co ché hoat dong chinh ciia velpatasvir 12 nhim dén NS5A.

Hoat tinh khéng virus

Nonﬂ dd ¢6 tdc dung (ECsp) cua sofosbuvir va velpatasvir chonﬂ lai cac don vi tai ban co chiéu
dai day du hogc cac don vi tai ban chimeric ma hoa NSSB va NSSA tir céc chung trong phong
thi nghiém dugce trinh bay trong bang 4. Gia trj ECsp csa sofosbuvir va velpatasvir chong lai cac
phan lap 1am sang dugc trinh bay trong bang 3.

Bing 4: Hoat dong ciia sofoshuvir va velpatasvir chono lai cic don vi tdi ban c6 chiéu dai
diy di hodc chimeric trong phong thi nghiém

Cic don vi tdi | Sofosbuvir Velpatasvir
béan kiéu gen ECso, nM? ECsy, nM?
la 40 0.014

1b 110 0.016

2a 50 0.005-0.016°
2b 15" 0.002-0.006°¢
3a 50 0.004

4a 40 0.009

4d NA 0.004

5a 15° 0.021-0.054¢
6a 14° 0.006-0.009
6e NA 0.130d

NA =Khéng ¢é sin

a. Gia tri trung binh tr n]neu thi nghiém cta cung mét don vi tai ban trong phong thi nghiém
b. Don vi tai ban chimeric on dinh 1b mang NS5B tr kiéu gen 2b. 5a hoic 6a duoc sir dung dé
kiém tra
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c. Dir liéu thu duoc tor nhiéu dong don vi tai ban cé chiéu dai day du hodc don vi tai ban
chimeric NS5A mang gen NS5A ¢co chiéu dai day du c¢6 chi L31 hodc M31 da hinh
d. D liéu thu dugc tir don vi tai ban chimeric NS5A ¢d mang NS5A ¢6 chira amino acid 9-184

Bang 5 - Hoat dong cua sofosbuvir va velpatasvir chong lai cic don vi tdi bian tam thoi co
chira NS5A hodac NS5B tir phan 1dp 1am sang

Don vi|Pon vi tdi ban chita NS5B tir | Don vi tdi ban chira NSSA tir phén
tdi  bidn | phin lap 1am sang lap 1am sang
kiéu gen — - - X
So Iwgng | Nong do | So lugng | Nong do
dong phéan | sofosbuvir ECs, | dong  phan | velpatasvir ECs,
Iap lam sang | nM lap lam sang | nM
la 67 62 (29-128) 23 0.019 (0.011-0.078)
1b 29 102 (45-170) 34 0.012 (0.005-0.500)
2a 15 29 (14-81) 8 0.011 (0.006-0.364)
2b NA NA 16 0.002 (0.0003-
0.007)
3a 106 81 (24-181) 38 0.005 (0.002-1.871)
4a NA NA 5 0.002 (0.001-0.004)
4d NA NA 10 0.007 (0.004-0.011)
4r NA NA 7 0.003 (0.002-0.006)
sa NA NA 42 0.005 (0.001-0.019)
6a NA NA 26 0.007 (0.0005-
0.113)
6e NA NA 5 0.024 (0.005-0.433) .
- .
»f

NA: Khong ¢ san

Su ¢é mit cua 40% huyét thanh khong cd tac dung trén hoat déng khang virus viém gan C cua
sofosbuvir nhung cé tac dung lam giam 13 lan hoat dong khang virus viém gan C cua
velpatasvir, chdng lai cdc don vi tdi ban cta kiéu gen 1a.

Viéc két hop sofosbuvir v&i velpatasvir cho thdy khong ¢6 tac dung déi khang trong viée lam
giam nong d6 RNA HCV ¢ cac té bao tai ban.

Khang thube

Trong nudi cay té bao
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Céc don vi tai ban HCV giam tinh nhay cam véi sofosbuvir dugc chon loc bing nuéi cdy té bao
voi da kiéu gen bao gém 1b, 2a, 2b, 3a, 4a, 5a va 6a. Giam tinh nhay cam véi sofosbuvir ¢ lién
quan dén su thay thé S282T NS5B trén tat ca kiéu gen nghién ciru. Su hinh thanh dot bién diém
dinh vi thay thé S282T & cdc don vi tai ban cua 8 kiéu gen lam giam tinh nhay cam vdéi
sofosbuvir 2 — 18 lan va giam kha nang tai ban cua virus 89% dén 99% so voi chung hoang daz
tuong (ng. Trong céc thir nghiém hda sinh, NS5B polymerase tdi to hop tir cac kiéu hinh 1b, 2

3a va 4a biéu hién thay thé S282T cho thay giam tinh nhay cam véi GS-461203 so vdi cac chuno
hoang dai tuong tmg, ting nonn do e ché trung binh (ICs0) tir 8.5 dén 24 1an.

Trong chon loc in vitro cua don vi tai ban HCV lam giam d6 nhay cam véi velpatasvir dugce thuc
hién trong nudi cdy té bao cho nhiéu dong kiéu gen bao gém 1la, 1b, 2a, 3a. 4a, 5a va 6a. Bién sb
duoc lua chon & chét déi khdng NS5A lién quan dén cdc vi tri 24. 28. 30, 31, 32, 58, 92 va 93.
Chat déi khang lién quan dén blen thé dugc lua chon & 2 hodc nhiéu kiéu gen la F28S, L311/V va
Y93H. Ving dot bién gen truc tiép cia chat di khdng NS5SA cho thay su thay thé giam hon 100
lin do nhay cam cua \fe]patasvn 1a M28G, A92K va Y93H/N/R/W & kiéu gen la, A92K & kiéu
gen 1b, C92T va Y93H/N & kiéu gen 2b, Y93H & kiéu gen 3, va L31V va P32 A/LIQ/R & kiéu
gen 6. Chua c6 su thay thé don 1¢ duoc thir nghiém & kiéu gen 2a, 4a hodc 5a dan dén giam hon
100 Ian déi vai su nhay cam vai velpatasvir. Su két hop cac bién thé nay cho thay su giam nhay
cam nhiéu hon déi vai velpatasvir hon 1a thude déi khang virus don doc.

Trong nghién ciu lam sang
Nghién citu ¢ bénh nhdn khong kém xo gan va bénh nhdan xo gan con bi

Trong phan tich gdp ¢ bénh nhan khong kém xo gan hodc kéem xo gan con bu duoc diéu tri vdi
sofosbuwl/\'elpataS\ ir trong 12 tudn & 3 nghién ctu pha 3. 12 bénh nhan (2 bénh nhan kiéu gen 1
va 10 bénh nhan kiéu gen 3) du l:eu chudn phan tich déi khdng dua vao thét bai vé mat virushoc.
Thém 1 bénh nhan véi kiéu gen 3 & muc co so bi tai nhiém kiéu aen la 1a mot that bai vé mit
virus hoc va bi loai khoi phan tich virus hoc. Chua ¢6 that bai vé mat virus hoc déi véi bénh
nhan nhiém viém gan C kiéu gen 2, 4. 5 hoic 6.

Trong 2 bénh nhan thit bai vé mit virus hoc bi nhiém kiéu gen 1. 1 bénh nhan ¢6 virus nédi bat
Vi NS:A RAV Y93N va bénh nhan kia con lai ¢ virus v6i NS3A RAVs L311/V va Y93H bj

that bai vé mdt virus hoc. Ca hai bénh nhén déu ¢6 virus & mic co so c6 chira NS5A RAV.
Khong co chat ire ché nucleosid NS5B RAVs dugc quan sat thay ¢ hai bénh nhan that bai nay.

Trong 10 bénh nhan that bai vai kiéu gen 3, Y93H dugc quan sat ¢ ca 10 bénh nhén that bai (6
bénh nhan ndi bat Y93H sau diéu tri va 4 bénh nhan ndi bat véi Y93H & muc co sé va sau diéu
tri. khong quan sat thit NS5B NI RAVs ¢ 10 bénh nhan that bai.

Nghién ciru o bénh nhdn bi xo gan mat bi

Trong 1 nghién ctu pha 3 ¢ bénh nhan xo gan mat b duoc diéu tri véi sofosbuvir/v elpatasvir
phdi hop véi ribavirin trong 12 tuan, 3 bénh nhan (1 bénh nhan kiéu gen 1 va 2 bénh nhén kiéu
gen 3) du tiéu chuan dé phan tich d6i khang dua trén that bai virus hoc. Khéng ¢6 bénh nhén
kiéu gen 2 hodc 4 trong diéu tri voi sofosbuvir/velpatasvir phdi hop véi ribavirin trong 12 tudn bj
that bai vé mit virus hoc.

Bénh nhan HCV thét bai virus kiéu gen 1 khong co NS5A hoac NS3B RAVs.

Trong 2 bénh nhén thét bai vé mit virushoc, c6 mét bénh nhan c6 NS5A Y93H n01 bat khi diéu
tri that bai. M6t bénh nhan ¢é virus Y93H & mure co so khi diéu tri that bai va co nDnU do NS5B
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NI RAVs N142T va E237G thip (< 5%) NS5B NI RAVs N142T and E237G khi diéu trj that bai.
Dir liéu duoc dong hoc tir bénh nhan trén 1a phu hop khi bénh nhan khong tudn thu diéu tri.

Trong nghién ciru nay, 2 bénh nhan duge diéu tri véi sofosbuvir/velpatasvir trong 12 tudn hoic
24 tuan khong kém ribavirin noi bat vai NS5B S282T ¢ nong dd thap (< 5%) cing voi L159F.

Anh hudng ciia chat doi khang HCV co sé ¢6 lién quan dén cdc bién thé trong két qua diéu
tri
Nghién ciru ¢ bénh nhin khong kém xo gan va bénh nhan voi xo gan con bu

Cac phan tich dugc thuc hién dé nghién ctru mdi lién quan gitra chét ton tai trude do NS5A
RAVs va két qua diéu tri ddi véi bénh nhan khong kém xo gan hodc kém xo gan con bu trong 3
nghién ctru 1dm sang pha 3 (ASTRAL-1, ASTRAL-2 va ASTRAL-3). Trong 1035 bénh nhin
diéu tri vdi sofosbuvir/velpatasvir trong 3 nghién ctru lam sang & pha 3, ¢6 1023 bénh nhan tham
gia vao phan tich NS5A RAVs, 7 bénh nhéan bi loai vi khong dat duge dép Ung virus kéo dai
(SVR12), cling khéng co that bai vé mat virus va 5 bénh nhan khéc da duoc loai trir khi xac dinh
trinh tu gen NS5A muc co sé. Trong phan tich gdp cia 3 nghién ctru giai doan 380/1.023 (37%)
bénh nhan ¢cé RAVs NS5A miuc co so. Cac bénh nhin nhiém HCV Kiéu gen 2, 4 va 6 coty lé
NS5A RAVs cao hon ( lan luot 1a 70%. 63% va 52%) so v6i cac bénh nhan bi nhiém HCV kiéu
gen 1 (23%). kiéu gen 3 (16%). va kiéu gen 5 ( 18%).

RAVs co sa khong ¢6 tac dong c6 lién quan dén tv 16 SVR12 ¢ nhitng bénh nhan nhiém HCV
kiéu gen 1. 2, 4, 5 va 6, duge tém tat trong Bang 6. Bénh nhan nhiém HCV ¢6 kiéu gen 3 vai
NS5A RAV Y93H & mic co s& ¢é tv 1& SVR12 thip hon so véi bénh nhan khong ¢6 Y93H sau
khi diéu trj vGi vién nén sofosbuvir/velpatasvir trong 12 tuan, duge tém tat trong Bang 7. Trong
nghién ciiu ASTRAL-3, Y93H RAV da duoc phat hién véi muc co sé ¢ 9% sd bénh nhan duoc
diéu tri bang vién nén sofosbuvir/velpatasvir.

Bidng 6: Diéu tri véi sofosbuvir/velpatasvir & bénh nhan ¢6 hodc khong c6 NS5A RAV ¢
mirc co sé theo kiéu gen (nghién ciru ASTRAL-1, ASTRAL-2 va ASTRAL-3)

Biang 7: Diéu tri véi sofosbuvir/velpatasvir trong 12 tuﬁl} & bénh nhén c6 hodc khong kém
véi Y93H ¢ mire co s, loai bo 1% (thiet lap phan tich doéi khang 6 nhém nay) ASTRAL 3

Diéu tri sofosbuvir/velpatasvir trong 12 tuin

Tong dan s6 Xo gan Khong xo gan
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Piéu tri sofosbuvir/velpatasvir trong 12 tuin

Kiéu gen 1 Kiéu gen 3 Kiéu gen 2, 4, | Tong cong

Shoic6

NS5A  RAVs | 97% (73/75) 88% (38/43) 100% 98% (373/380)
mire co so (262/262) x
Khéng kem | 100% 97% (225/231) | 100% 99% (637/643) }
NSSA RAVs | (251/251) (161/161) :j
muc co so ?



(n=274)

(n=80)

(n=197)

Chung

95.3% (263/274)

91.3% (73/80)

97.9% (190/194)

95% CI

92.9% to 98.0%

82.8% to0 96.4%

92.8% to 98.6%

SVR véi Y93H

84.0% (21/25)

50.0% (2/4)

90.5% (19/21)

95% CI 63.9%1095.5% | 6.8% t0 93.2% 69.6% to 98.8%
SVR  khéng c6 | 96.4% (242/249) | 93.4% (71/76) 98.8% (171/173)
Y93H

95% CI 94.3%1098.9% | 85.3%1t097.8% | 95.9% t0 99.9%

Khong phét hién thiy NS5B NI RAV S$282T & doan NS3B & bat kv bénh nhan nao trong nghién
ctru giai doan 3. Diéu tri sofosbuvir/velpatasvir trong 12 tun da thanh cang véi 77 bénh nhan ¢é
NS5B NI RAVs miic co s& bao gom NI142T, L159F. E/N237G, C/M289L/1, L320F/1/V,

V321A/1, va S282G+V321L
Cac nghién ciru & bénh nhan xo gan mét bt (CPT Class B)

Phan tich dugc tién hanh dé tim hiéu méi lién he gita RAVs NS5A 16n tai trude dé & mic co 5o
va két qua diéu tri cho bénh nhan xo gan mét bu trong mdt giai doan 3 nghién ciu (Astral-4).
Trong sd 87 bénh nhan dugc diéu tri biang vién nén sofosbuvir/velpatasvir phdi hop véi ribavirin,
85 bénh nhan dugc dua vao phén tich cua RAVs NS5A: 2 bénh nhan bi loai vi khéng thanh cong
vGi phéc dd diéu tri sofosbuvir/velpatasvir trong 12 tuan ciing khong ¢ that bai virus hoc. Trong
56 cac bénh nhan dugc diéu tri v6i sofosbuvir/velpatasvir phdi hop véi ribavirin trong 12 tuan,
29% (25/85) s6 bénh nhan ¢6 virus & muc co so véi RAVs NS35A: 29% (19/66). 75% (3/4), 15 %
(2/13), va 50% (1/2) cho bénh nhan véi kiéu gen 1, 2, 3 va 4 HCV.

Piéu tri sofosbuvir/velpatasvir trong 12 tuan & nhiing bénh nhan ¢ hoic khong cd RAVs NS5A
& mire co s& trong diéu tri véi sofosbuvir/velpatasvir phdi hop véi ribavirin trong 12 tuan cho
nghién clru nay duoc trinh bay trong bang 8.

Bing 8 : Diéu tri vai sofosbuvir/velpatasvir trong 12 tuin ¢ bénh nhin ¢6 hoic khong
NS5A RAVs miic co sé theo kiéu gen HCV (nghién ctru ASTRAL-4)

Diéu tri sofosbuvir/velpatasvir phdi hop véi ribavirin trong 12 tuan

Kiéu gen 1 Kiéu gen 3 Kiéu gen 2| Tong cong

hoac 4

Co NS3SA | 100% (19/19) | 50% (1/2) 100% (4/4) 96% (24/25)
RAVs muc co
SO
Khong co | 98% (46/47) 91% (10/11) 100% (2/2) 98% (58/60)
NS5A  RAvs
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muc co so

Mot bénh nhén kiéu gen 3 cd NS5A RAVs ¢ mire co sO va that bai véi viéc diéu tri béng
sofasbuvir/velpatasvir cé NS5SA thay thé & Y93H muc co sé, dir liéu duoc dong hoc nay 1a phu
hop v6i viée khong tudn tha diéu tri & bénh nhan.

3 bénh nhén trong nhém diéu tri véi sofosbuvir/velpatasvir phéi hop véi ribavirin trong 12 tuan
c6 NS5B NI RAVs (N142T va L159F) va ¢6 3 bénh nhan thanh cong véi phac do diéu tri véi
sofosbuvir/velpatasvir phdi hop véi ribavirin trong 12 tudn.

Khing thube chéo

Do liéu in vitro cho thay ring phan 16n NS5A RAVs cé dic tinh khang ledipasvir va daclatasvir
van nhay cam véi ~velpatasvir. Velpatasvir ¢d hoat tinh chéng lai hoan toan céc su thay thé
$282T lién quan dén khéang sofosbuvir trong NS3B trong khi tat ca su thay thé lién quan dén
khéng velpatasvir trong NS5A 1a hoan toan nhay cam vdi sofosbuvir. Ca hai sofosbuvir va
velpatasvir ¢6 hoat tinh chéng lai hoan toan su thay thé c6 lién quan dén su khang thude véi cac
nhém thude ¢6 tac dung khang virus truc tiép khéac theo co ché tac dung khac nhau, ching han
nhu chit Ge ché khong nucleoside NS3B va thude e ché protease NS3. Hi¢u qua cua
sofosbuvir/velpatasvir da khong duoc danh gia & bénh nhan trudc do da that bai voi diéu tri khac
bao gbm mot chat e ché NS3SA.

An todan va hidu qud trén lim sang.

Hiéu qua cua vién sofosbuvir/velpatasvir duge danh gia trong 3 nghién ctu ¢ cac bénh nhén
nhiém HCV co kiéu gen 1 dén 6 kém xo gan con bu va xo gan mat bu va 1 nghién ciru Pha 3 ¢
céc bénh nhan nhiém HCV cé kiéu gen | den 6 kém xo gan mat bu, dugc tong hop trong Bang 9.

Bing 9: Nghién ciru duge tién hanh khi dung sofosbuvir/velpatasvir véi cic bénh nhén
nhiém HCV c6 kiéu gen 1,2, 3, 4, 5 hodc 6

Nghién ciru Nhém bénh nhan Nghién ctru nhanh

(Sé bénh nhin dugc diéu tri)

ASTRAL-1 TN va TE ¢6 kiéu genl,2,4,5va6 Dung sofosbuvir/velpatasvir
Khong c6 xo gan hoac xo gan con bu trong 12 tuan (624)
Ding gia duoc trong 12 tuan
(116)
ASTRAL-2 TN va TE c6 kiéu gen 2 Dung sofosbuvir/velpatasvir
Khéng c6 xo gan hodc xo gan con bu trong 12 tudn (134)

SOF+RBV trong 12 tuan (132)

ASTRAL-3 TN va TE c6 kiéu gen 3 Dung sofosbuvir/velpatasvir
Khéng co xo gan hoac xo gan con bu trong 12 tudn (277)
SOF+RBYV trong 24 tuan (275)
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ASTRAL-4 TN vATE cé kiéugen 1,2,3,4,5va6 Sofosbuvir/velpatasvir 12 tuan
(90)

Sofosbuvir/velpatasvir + RBV 12
tuan (87)

Sofosbuvir/Velpatasvir tablet 24
weeks (90)

kem xo gan mét bi véi diém CPT nhém B

ASTRAL-5 TN va TE c6 kiéu genl1,2,3,4,5va6 Dung sofosbuvir/velpatasvir

khong xo gan hodc xo gan con bii véi dong | trong 12 tuan (106)
nhiem HCV/HIV-1

I'N: Bénh nhan chua diéu tri,

TE: Bénh nhan da qua diéu tri (bao gdm cdc nhitng bénh nhan di thdt bai vai phac dd
peginterferon alfa + ribavirin c6 hodc khéng két hop clung chat tc ché khang HCV)

Liéu diing Ribavirin duge tinh theo can ning (1000mg mdi ngay chia 2 liéu cho bénh nhan
<75kg, va 1200mg cho bénh nhan >75kg). va chia 2 liéu khi su dung két hop vdi sofosbuvir
theo nghién ctru ASTRAL-2 va ASTRAL-3, hodc két hop vdi sofosbuvir/velpatasvir theo nghién
ctiu ASTRAL-4. Viée diéu chinh lidu dung nap ribavirin dugc thuc hién dua trén théng tin ké
don ribavirin. Gia tri HCV RNA huyét thanh duoc do qua cdc nghién ciru 1am sang su dung bai
kiém tra COBAS AmpliPrep/COBAS Tagman HCV (Ver 2.0) vai gidi han dinh lugng (LLOQ)
thap hon 151U/ml. Dap ting bén viing virus (SVR12), tie¢ HCV RNA it hon LLOQ luc 12 tudn
sau khi ngling diéu tri, 1a diém két thue quan trong dé xac dinh tv I¢ khoi bénh HCV.

Nghién ciru Idm sang trén bénh nhdn khdng xo gan va bénh nhan xo gan con bi

ASTRAL-1 (Nghién ciru 1138) trén nguroi lon nhiém HCV kiéu gen 1,2,4,5,6

ASTRAL-1 Ja nghién ciu ngiu nhién, mu doi, gia duoc danh gid 12 tuan diéu tri voi vién
sofosbuvir/velpatasvir so véi 12 tuan cua gia duge trén cac bénh nhan nhiém HCV kiéu gen 1.2,
4,5.6. Bénh nhan nhiém HCV kiéu gen 1,2,4,5.6 duoc chon ngau nhién theo ti I 5:1 dé diéu tri
voi sofosbuvir/velpatasvir trong 12 tudn hodc gia duoc trong 12 tuan. Bénh nhan nhiém HCV
kicu gen 5 dugc xép vao nhom sofosbuvir/velpatasvir. Su ngdu nhién duoc phan tang kiéu gen
HCV (1. 2, 4, 6, va khong xac dinh) va su hién dién hay véng mat cua xo gan.

Pic diém nhan khau hoc co ban duoc cin bing gitra vién sofosbuvir/velpatasvir va nhom gia
dugc. Trong 740 bénh nhan duge diéu tri, do tudi trung binh 1a 36 (tir d6 tdi 18 dén 82), 60% la
nam, 79% da trang, 9% da den. 21% c6 chi sé khdi co thé co ban it nhét 30 kg/mz; ti 1& bénh
nhan voi kiéu gen 1, 2, 4, 5, hodc 6 HCV lan lugt 12 53%, 17%, 19%, 5% va 7%, 69% cé kiéu
gen non-CC trén ving gen IL28B (CT hodc TT)); 74% c6 ndng d6 HCV RNA ban dau ciia it
nhét 800.000 TU/mL; 19% méc xo gan c¢on bu; va 32% da qua diéu tri.

Bang sé 10 thé hién SVRI2 trong nghién ciru ASTRAL-1 do kiéu gen HCV. Khéng cd bénh
nhan ¢ nhom dung gia duoc dat SVR12.

Bing s6 10: SVR12 trong nghién cttu ASTRAL-1 do kiéu gen HCV

Sofosbuvir/velpatasvir vién 12 tuin (n = 624)
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Téng GT-1 GT-2 GT-4 GT-5 |GT-6
(Tong ; ) 2 (mn=104) |(n=116) |{(n =|(m =
cae TG GT-1a GT-1b Tong 35) 41)
gen) (n=210) | (n=118) | (n=328)
(n = 624)

SVRI2 | 99% 98% 99% 98% 100% 100% 97% | 100%
(618/624) | (206/210) | (117/118) | (323/328) | (104/104) | (116/116) | (34/35 | (41/41)

)

Két qua cho bénh nhan khong cé SVR12

That bai | 0/624 0/210 0/118 0/328 0/104 0/116 0/35 | 0/41

diéu tri

Virus

Tai phat * | < 1% | < 1% | 1% 1% 0/104 0/116 0/35 | 0/41
(2/623) | (1/209) | (1/118) | (2/327)

TRudng | 1% 1% 0/118 1% 0/104 0/116 3% 0/41

hop khac® | (4/624) | (3/210) (3/328) (1/35)

GT = kleu gen

a. Céc mau sb dé tai phat 12 sd bénh nhan ¢6 HCV RNA <LLOQ tai dénh gia trong diéu tri. cudi
cung cua ho

b. Trudng hop khac bao aém nhiing bénh nhan khong dat duoc SVRI2 va khong dép tng tiéu
chi that bai virus hoc.

Nguréi lom nhiém HCV kiéu gen 2 — ASTRAL-2 (nghién citu 1139)

ASTRAL-2 12 mdt nghién ciu ngdu nhién, nhian mé ma danh gia 12 tuan diéu tri voi
sofosbuvir/velpatasvir so véi 12 tuan diéu tri véi SOF + RBV & nhiing bénh nhan bi nhiém HCV
kiéu gen 2. Bénh nhan duoc chon ngau nhién theo ti l¢ 1: 1 dé diéu tri voi sofosbuvir /
velpatasvir trong 12 tudn hodc SOF + RBV cho 12 tuan. Su ngdu nhién duoc phin ting boi su
hién dién hay viang mit clia xo gan va qua trinh didu tri trude do (chua diéu tri véi da timg diéu
tri).

Nhin khau hoc va dac diém co ban di duoc can gifta hai nhém diéu tri. Trong s6 266 bénh nhan
duoc diéu tri, do tudi trung binh la 58 (ur23-81 tudi); 59% bénh nhin la nam gidi; 88% la da
tr ang, 7% la da den: 33% c6 chi sé khdi co thé co ban it nhit 30 kg /m2; 62% co kiéu gen non-
CC trén vung gen IL28B (CT hodc TT); 80% co ndng d6 HCV RNA ban dau it nhat 800.000
TU/mL; 14% da xo gan con bu va 15% la diéu trj ¢6 kinh nghiém.

Bang 11 thé hién SVR12 trong nghién ctru ASTRAL-2
Bing 11: SVR12 trong nghién ctru ASTRAL-2 (HCV kiéu gen 2)

Sofosbuvir/velpatasvir SOF+RBV
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12 tuin 12 tuan
(n=134) (n=132)

SVR12 99% (133/134) 94% (124/132)

Két qua cho bénh nhan khong cé SVR12

That bai trong diéu | 0/134 0/132

tri virus

Tai phat® 0/133 5% (6/132)
Truong hop khac® | 1% (1/134) 2% (2/132)

a. Céc mau sé dé tai phat 12 sd bénh nhan ¢c6 HCV RNA <LLOQ tai danh gid trong diéu tri. cubi
cling cua ho

b. Truong hop khac bao gém nhiing bénh nhan khong dat duge SVR12 va khong dap ung tiéu
chi that bai virus hoc.

Piéu tri véi sofosbuvir/velpatasvir vién trong 12 tuin da chimg minh tinh uu viét thong ké (p =
0.018) qua diéu tri vdi SOF + RBV trong 12 tuan (diéu tri khac biét + 5.2%; khoang tin cay 95%:
+0.2% dén + 10,3%).

Nguoi Ién nhiem HCV kiéu gen 3 — ASTRAL-3 (Nghién ciru 1140)

ASTRAL-3 1a nghién ctu nﬂau nhién, nhan mé danhhs gia 12 tuan diéu tri véi vién
sofosbuvir/velpatasvir so voi 24 tudn diéu trj voi SOF+RBV ¢ BN nhiém HCV kiéu gen 3. Bénh
nhan duoc lua chon nﬂau nhién thco til¢ 1:1 de diéu tri banU sofosbuwr/velpataS\ ir vién trong

12 tudn hodc SOF+RBV trong 24 tudn. Sy ngau nhién dugc phan tang boi su hién dién hay ving
mat ciia xo gan va qua trinh diéu tri trude do {chua diéu trj voi da tng didu tr 1)

Nhan khéau hoc va die diém co ban duge can bang gitta 2 nhom diéu tri. Trong 552 bénh nhéan
duoc diéu tri, do tudi trung binh 1a 52, (tir 19-76 tudi)., 62% BN la nam, 89% la da trang, 9% la
Chau A, 1% la da den, 20% c6 chi sé co thé co ban it nhat 30kg/m2. 61% c6 kiéu gen non-CC
trén vung gen IL28B (CT hodc TT), 70% cd ndng dd HCV RNA co ban it nhat 800.000 TU/mL,
30% mic xo gan con bl va 26% di qua diéu tri

Bang 12 thé hién SVR 12 ciia nghién ctru ASTRAL-3

Bing 12: SVR12 trong nghién ciu ASTRAL-3 (HCV kiéu gen 3)

Sofosbuvir/velpatasvir | SOF+RBV
12 tuin 24 tuin
(n=277) (n=275)
SVR12 95% (264/277) 80%
(221/275)
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Két qua cho bénh nhan khong ¢6 SVR12

That bai trong diéu trj virus | 0/277 < 1% (1/275)
Tai phat® 4% (11/276) 14% (38/272)
Trudng hop khac® 1% (2/277) 5% (15/275)

a. Céc mau sb dé tai phat 1a sé bénh nhan ¢ HCV RNA <LLOQ tai dnh gia trong diéu tri. cudi
clng cia ho

b. Trudng hop khac bao gdm nhimg bénh nhan khéng dat duoc SVR12 va khéng dap ung tiéu
chi that bai virus hoc.

Diéu tri voi sofosbuvir/velpatasvir vién trong 12 tuép ching minh tinh uu viét théng ké (p =
0.018) so vai diéu tri bang SOF + RBV trong 24 tuan (dieu tri khac biét + 14.8%; khoang tin
cdy 95%: + 9.6% dén + 20.0%).

SVR12 cho cac phan nhém duge chon sé duogc trinh bay trong Bang 13.

Bang 13: SVRI2 cho cidc phian nhém dwge lya chon trong nghién ciu ASTRAL-3 (HCV
kiéu gen 3)

Sofosbuvir/velpatasvir 12 tuidn | SOF+RBV

24 tuin®
SVRI12 Chua qua diéu | Da qua diéu trj | Chua qua diéu | Pa qua diéu tri y
e (n=171) ki (n = 69)
(n=206) (n=201)

Khéng mic xo gan | 98% (160/163) | 91% (31/34) 90% (141/156) | 71% (22/31)

Mic xo gan 93% (40/43) | 89% (33/37) | 73% (33/45) | 58% (22/38)

a. Nam bénh nhan véi tinh trang xo gan mat b véi SOF + RBV 24 tuan bi loai khoi phan
tich phén nhom nay.

Nghién ciru lam samg & bénh nhdn xo gan mdat bit ASTRAL-4 (nghién ciru nam 1137)
ASTRAL-4 1a mdt ngdu nhién, nghién ctru md & nhitng bénh nhan véi kiéu gen 1,2, 3. 4. 5 hoidc
6 nhiem HCV va CPT B xo gan.
Bénh nhin dugc chon ngdu nhién trong sb 1: ti 1& 1: 1 dé diéu tri v6i vién nén
sofosbuvir/velpatasvir trong 12 tuan, vién nén sofosbuvir/velpatasvir + RBV cho 12 tuan hoic
sofosbuvir/velpatasvir trong 24 tuan. Dugc phan loai ngau nhién theo kiéu gen HCV (1, 2, 3, 4,
5, 6 va khong xac dinh).

Dac diém nhan khéy hoc co ban duoc can béng trong cac nhém diéu tri. Trong s6 267 bénh nhén
dugc diéu tri, do tudi trung binh 1a 59 ndm (khoang: 40-73); 70% bénh nhén la nam gigi; 90% da
trang, 6% da den; 42% c¢ chi s6 khot co thé co ban cia it nhat 30 kg / m2. v [é bénh nhin vdi
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kiéu gen 1, 2, 3, 4 hodc 6 HCV tuong ting 1 78%, 4%, 15%, 3%, va <1% (1 bénh nhan). Khong
¢é bénh nhan nhiém HCV kiéu gen 5 da duoc ghi danh. 76% bénh nhan c6 alen 1L28B phi-CC
(CT hodc TT)56% cé ndng do HCV RNA ban dau cia it nhat 800.000 TU / mL, 55% la diéu tri
co kinh nghiém: tuong ung 90% va 95% bénh nhian c¢6 CPT Class B xo gan va md hinh cho
Bénh gan giai doan cudi (MELD) diém sb < 15 & muc co ban.

Bang 14 trinh bay cdc SVR12 cho viée nghién ciru ASTRAL-4 bai kiéu gen HCV.
Bing 14: SVR12 trong nghién ctiru ASTRAL-4 béi kiéu gen HCV

Sofosbuvir/velpatasvir

Sofosbuvir/velpatasvir

Sofosbuvir/velpatasvir

12 tudn (n = 90) = RB‘V 24 tudn
12 tuin (n = 87) (n = 90)
Téng thé SVR12 | 83% (75/90) 94% (82/87) 86% (77/90)
Kiéu gen 1 88% (60/68) 96% (65/68) 92% (65/71)
Kiéu gen la 88% (44/50) 94% (51/54) 93% (51/55)
Kiéu gen 1b 89% (16/18) 100% (14/14) 88% (14/16)
Kiéu gen 3 50% (7/14) 85% (11/13) 50% (6/12)
Kiéu gen2,4va6 | 100% (8/8)" 100% (6/6)" 86% (6/7)°

a. n=4cho kiéu gen 2 van =4 cho kiéu gen 4

b. n =4 cho kiéu gen 2 va n = 2 cho kiéu gen 4

c. n=4 chorkiéu gen 2, n =2 cho kiéu gen 4 va n = 1 cho kiéu gen 6.

Bang 15 trinh bay cac két qua cua virus déi véi bénh nhan kiéu gen 1 hodc nhiém tring 3 HCV
trong nghién ciru ASTRAL-4.

Khang ¢6 bénh nhan véi kiéu gen 2, 4 hodc 6 HCV trai qua that bai virus hoc

Bing 15: Két qua virus doi véi bénh nhan nhiém HCV ¢6 kiéu gen 1 va 3 trong nghién ciru

ASTRAL-4

Vién nén
sofosbuvir/velpatas
vir 12 tuan

Vién nén
sofosbuvir/velpatas
vir + RBV 12 tuin

Vién nén
sofosbuvir/velpatas
vir 24 tuin

Thét bai virus hoc (tai

phat va diéu trj that bai)

Kiéu gen 1° 7% (5/68) 1% (1/68) 4% (3/71)
Kiéu gen 1a 6% (3/30) 2% (1/54) 4% (2/55)
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Kiéu gen 1b 11% (2/18) 0% (0/14) 6% (1/16)
Kiéu gen 3 43% (6/14) 15% (2%/13) 42% (5/12)
Khéc® 5% (4/82) 2% (2/81) 5% (4/83)

Khong bénh nhan nhiém HCV kiéu gen 1 nao bj thét bai trong diéu trj virus

I bénh nhan bi thit bai diéu tri virus, dir liéu dugc dong hoc & bénh nhian nay phi hop vai
viéc khéng tudn thu trong diéu tri.

1 bénh nhan bi that bai diéu tri virus

d. Truong hop khac bao gbdm cac bénh nhan khong dat duge SVR12 va khong dap tng tiéu
chi that bai virus hoc

Nhitng thay déi trong tham s duoc tim thay trong hé théng ghi diém CPT & bénh nhén dat
SVRI12 trong nghién ctu ASTRAL-4 (ca 3 ché d¢) thé hién trong bang 16

Bing 16: Thay dbi trong tham sb ghi diém CPT tir lic diu t6i tuin 12 va 24 sau diéu tri &

bénh nhéin dat SVR12, ASTRAL-4

Albumin Bilirubin INR Co chuéng | Bénh nio
Tuén 12 sau diéu tri (N=236), %(n/N)
Diém 5O | 34.5% 17.9% 2.2% (5/229) | 7.9% 5.2% (12/229)
giam  (Cai | (79/229) (41/229) (18/229)
thién)
Khang doi 60.3% 76.4% 96.5% 89.1% 91.3%
(138/229) (175/229) (221/229) (204/229) (209/229)
Piém sb tang | 5.2% 5.7% 1.3% (3/229) | 3.1% (7/229) | 3.5% (8/229)
(Nang hon) (12/229) (13/229)
Khéng co |7 7 7 7 7
danh gia
Tuin 24 sau diéu tri (N=236),% (n/N)
Piém s6 | 39.4% 16.4% 2.3% (5/213) | 15.0% 9.4% (20/213)
giam  (Cai | (84/213) (35/213) (32/213)
thién) '
Khong doi 54.0% 80.8% 94.8% 81.2% 88.3%
(115/213) (172/213) (202/213) (173/213) (188/213)
Piém sb ting | 6.6% 2.8% (6/213) | 2.8% (6/213) | 3.8% (8/213) | 2.3% (5/213)
(Néng hon) (14/213)
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Khoéng cd | 23 23 23 23 23
danh gia

Luu v: Tan sd co ban ctia cd trudng 1a: 20% khéng cd, 77% nhe/trung binh, 3% ning
Tén s6 co ban cta bénh ndo la: 38% khoéng co, 62% muc 1-2.
Nghién ciiu lam sémg 6 bénh nhan dong nhiém HCV/HIV-1 - ASTRAL-5 (nghién ciru 1202)

ASTRAL-5 da danh gia 12 tudn diéu tri bing sofosbuvir/velpatasvir & nhiing bénh nhin nhiém
HCV kiéu gen 1, 2, 3 hoic 4 bi nhiém HIV-1 (cho phép kiéu gen HCV 5 va 6, nhung khong bao
gdm nhiing bénh nhan nhu vay). Bénh nhin dang duoc diéu tri bang thude khing vira HIV-1 én
dinh. bao g6m emtricitabine/tenofovir disoproxil fumarate hodc hodc abacavir/lamivudine vdi
mot chat tie ché protease tang cudng ritonavir (atazanavir, darunavir, hoic lopinavir), rilpivirine,
raltegravir hodc emtricitabine/tenofovir disoproxil fumarate/elvitegravir/cobicistat.

Trong 56 106 bénh nhan dugc diéu tri. i trung binh 14 57 twdi (tr 25 dén 72): 86% bénh nhan
la nam gidi; 51% 1a ngudi da trang; 45% la da den; 22% c6 chi sd khoi co thé co ban > 30 kg/m™;
19 bénh nhin (18%) xo gan con bu: va 29% da ting diéu tri. Téng s6 CD4 + trung binh la 598 té
bao/L (pham vi: 183—1513 té bao/pL).

Bang 17 trinh bay SVR12 cho nghién ctru ASTRAL-S theo ki¢u gen HCV.

Bing 17: SVRI12 trong nghién ctru ASTRAL-5 theo kiéu gen HCV

Sofosbuvir/velpatasvir 12 tuan
(n=1006)

Téng GT-1 GT-2 GT-3 GT-4
m=11) [(n=12) |[(m=5)

(TVE:II cd cdc
ki¢éu gen)

(n = 106)

GT-1a GT-1b | Tong
m=66) |(n=12) |(n="78)

SVRI2 93% 95% 92% 95% 100% 92% 100%
(101/106) | (63/66) | (11/12) | (74/78) | (1111 | (11/12) | (5/5)

Két qua cho bénh nhan khang c6 SVR

That bai 0/106 0/66 0/12 0/78 0/11 0/12 0/5
virus hoc
trong khi
diéu tri
Tai phat® 2% 3% 0/11 3% 0/11 0/11 0/5
(2/103) (2/65) (2/76)
Khac" 3% 2% 8% 3% 0/11 8%
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(3/106) (1/66) (1/12) (2/78) (1/12)

GT = Kiéu gen

a. MAu sé cho tai phat la sé bénh nhan c6 HCV RNA <LLOQ trong lan dénh gia diéu tri cudi
cung cia ho.

b. Khac bao gbm nhiing bénh nhan khéng dat duge SVR12 va khong ddp tmg céc tiéu chi that
bai vé virus hoc.

SVRI12 da dat dugc boi 19/19 bénh nhén bi xo gan. Khdng ¢6 bénh nhan nao ¢6 HIV-1 hdi phuc
trong sudt nghién ctru va s6 luong CD4 + 4n dinh trong qué trinh diéu tri.

Trée em

Co quan vy té chdu Au d3 hodn nghia vu nop két qua nghién ctru véi vién Sofosbuvir /
Velpatasvir ding cho tré em trong diéu tri viém gan C man tinh.

Nguoi cao tudi

Cac nghién clu lam sang cua Sofosbuvir / Velpatasvir trén 156 bénh nhén twoi tir 65 rd lén

(12% tcm@ s bénh nhan trong céac nghién ctru lam sang giai doan 3). Ty 1¢é dap unu quan sat gilia
cac nhom d]CLl tri trén bénh nhan > 65 tudi 1a tuong tu nhu cua bénh nhan <65 tuoi.

PAC TINH DUQC BONG HQC
Hip thu

Cac dic tinh dugc dong hoc cua sofosbuvir, chét chuyén hoa chu véu GS-331007 va velpatasvir
da duoc dénh gia o nguoi 16n khde manh va nhitng nguoi nhiém viém gan C man tinh. Sau khi
udng. sofosbuvir duoc hap thu nhanh chéng va nong do6 dinh trong huy ét tuong dat duge khoang
sau | gid. Nong do dinh trung binh trong huy et tuong cua GS-331007 duge quan sat sau 3 gi
dung thuoc Noéng do dinh trung binh trong huy ét tong cla Velpatasvir dugc quan sat sau 3 g

ding thude.

5: o

Cén e vao sb lieu phan tich duge déng hoc ¢ nhiing nguoi nhiém HCV, AUC 0-24 ¢ trang thdi
on dinh cua sofosbuvir (n = 982), GS-331007 (n = 1.428) va velpatasvir (n = 1,425) tuong ung la
sofosbuwr vaGS-331007 tuong tmg la 1,260, 13,970 and 2,970 ng gid/mL. Nono dé dinh o trang
thai 6n dinh cua sofosbuvir, GS-331007 va velpatasvir tuong tng 1a 566, 868 and 259 ng/mL. .

Sofosbuvir va GS-331007, dlen tich dudi duong cong va non(T dd dinh tuong duong nhau gifra
nguoi 16n khoe manh va bénh nhan viém gan C. So vdi nguoi khoe manh (n=331), \elpatasvn'
AUCq24 va non0 da dinh 1a cao hon 37% va thap hon 41%, tuong ung & bénh nhan nhiém viém

gan C.

Anh huwdéng ciia thite dn

Lién quan dén bira an nhanh, su dung mot liéu duy nhét cia sofosbuvir/velpatasvir vai lugng
chét béo trung binh ( x4p xi 600 kcal, 30% chét béo) hodc chat béo cao ( xap xi 800 keal, 50%
chat béo) dan dén ting AUCq.inf cla \:e]patasvn tuong tng 34% va 21% va tang nonU dd dinh
ctia velpatasvir tuong tng 31% va 5%. Chat béo trung binh hodc cao trong cac bra an lam tang
AUCO me 60% va 78 % tuong ung nhung khdéng anh huong dén nonc do dinh cua sofosbuvir.
Chat béo trung binh hoac cao trong cac blra an khéng lam thay d6i AUCq.e ciia GS-331007
nhung lai dan dén giam ndng d6 dinh 25% va 37% tuong ung. Trong nghién ctu phase 3, ty 1¢
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dép ting & bénh nhan viém gan C 1a tuong tu nhau khi ¢é thie dn hodc khéng c6 thue dn. Vién
nén sofosbuv1r/velpatasv1r ¢6 thé duoe dung khong lién quan dén thire an.

Phan bé

Ty 1é lién két vai huyét tuong trong mau ctia Sofosbuvir X&p Xi 61-65% va su gin két véi protein
huyét tuong khong phu thuoc Vao lleu trong khoang liéu 1 mg /mL dén 20 mg /mL. Sy gan két
clia GS-331007 vdi huyét tuong la rat it. Sau khl ding litu don 400mg cua [*C]-sofosbuvir &
nhiing ngudi khoe manh, va ty 1€ phdng xa cua [ C] \ap xi0.7.

Ty 1& lién két gita Velpatasvir véi protein huy ét tuong trong mau > 99% va su gin két voi
protein huyét tuong khong phu thuoc vao liéu trong khoang liéu 0.09 pg/mL dén 1.8 ug/mL. Sau
khi dung liéu don 100 mg cia [ C]-velpatasvn & nhitng ngudi khoe manh, va ty 1€ phong xa cua
[“C] ndm trong khoang tir 0.52 dén 0.67.

Chuyén hoa

Sofosbuvir duoc chuyén hoa rong rai & gan dé tao thanh cac chat chuyén hoa ¢6 hoat tinh duge
Iy twong tu nucleosid triphosphat GS-461203. Qua trinh chuyén héa thanh chat cé hoat tinh lién
quan dén qua trinh thiy phan lién tiép ester carboxyl moiety duge Xic tac boi cathepsin A
ngudi (CatA) hodc carboxylesterase 1 (CESI) va su phan cit phosphoramidate bai "histidine
triad nucleotide-binding protein 1" (HINT1). tiép theo 1a phosphoryl hoa bang con dudng sinh
tong hop pyrimidine nucleotide. Qua trinh dephosphoryl hoa la két qua trong viée hinh thanh
céc chit c.hu;,en hoéa nucleosid GS-331007 nhung khéng thé tai phosphoryl héa hiéu qua va mit
tac dung chéng HCV trong in vitro. Sofosbuvir va GS-331.007 khong phai la chét nén hoac céc
thuéc tc ché UGTIA1 hay enzym CYP3A4, CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, vaCY P26,

Sau khi udng liéu don 400 mg ['*C] -sofosbuvir, GS-331007 chiém xdp xi > 90% luong thude.

Velpatasvir la mét chét nen ctia CYP2B6, CYP2C8, va CYP3A4 vai duge quay vong cham. Sau
mot liéu duy nhat 100 mg [*C] -velpatasvir, da sb (> 98%) phong xa trong huyét tuong 1a thudc
me. Cac velpatasvir 1110110]1\d10\\|ated va desmethylated Ja san pham chuyén héa trong huyét
tuong. Velpatasvir khéng thay déi va duoc bai tiét qua phan.

Thdi trir

Sau mot liéu uonD duy nhat 400 mg [ C] sofosbuvn mure dé thai trir trung binh Ién hon 92%,
bao gdbm khoang 80% thai trir trong nude tiéu, 14% thai trir trong phan va 2,5% thai tru dudi
dang khi tha. Thanh phan chinh ciia thude duge thai trir trong nudc Ueu la GS-331007 (78%),
trong khi 3,5% duoc thai trir dudi dang sofosbuvir. Dir liéu nay chi ra ring dudng thai trr chinh
cho GS- 33]007 la dugc bai tiét chi dong & than. Thoi gian ban thai pha cudi trung binh cia
sofosbuvir va GS-331007 1a tuong tng 0.5 va 25gio.

Sau mét liéu udng duy nhét 100 mg ['*C] - velpatasvir, mtic do tai hap thu trung binh cua phéng

[MC] la 95%. bao gdm xap xi 94% va 0.4% twong Ung qua phan va nuée tiéu. velpatasvir
l\honcT chuyén hda s& thai trlr phan 16n qua phan véi néng do lén t&i 77% luong thude dua vio,
duogc theo ddi badi monohydroxylated velpatasvir (5.9%) va desmethylated velpatasvir (3.0%).
Nhimng dir liéu nayv cho thiy ring velpatasvir dugc bai tiét qua duong mat la chu yeu. Thot gian
ban thai cua velpatasvir trong vién nén sofosbuvir/velpatasvir xdp xi 15 gio.

Do tuyén tinh- phi tuyén tinh
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AUC cua velpatasvir ting trong khoang liéu tir 25mg tdi 100mg. AUC cua sofosbuvir and GS-
331007 tang trong khoang liéu tir 200mg dén 1.200mg.

Twong tac thudc ciia sofosbuvir/velpatasvir

Sofosbuvir va velpatasvir la chat nén cia chat véan chuyén thude P-gp va BCRP, trong khi GS-
331007 thi khéng. Velpatasvir ciing la chat nén caa OATPIB. In vitro,quan sat duge su chuyén
héa cham cia of velpatasvir cuiaCYP2B6, CYP2C8 va CYP3A4

Velpatasvir 1a chét tic ché cia chat van chuyén thudc P-gp, BCRP, OATP1B1 va OATP1B3, va
nhimg anh hudng cia nod ddi voi tuong tac thude cua nhiing chat van chuyén nay la trong gidi
han dau tién ciia qué trinh hap thu. Trén 1am sang o ndng d6 huyét tuong, velpatasvir khong phal
la chit e ché cua chat van chuyén mudi mat & gan (BSEP), Natri taurocholate (i!onU van chuyén
protein (NTCP), OATP2BI, OATPIA2 hoiic cic cation van chuyén trong co thé (OCT) I, cac
chat van chuyén & than OCT2, OATI, OATS3, cdc protein két hop khang da thudc (MRP2) hoac
céc da thude va protein doc td (MATE) hodc CYP, hodc uridine glucuronosyltransferase (UGT)
1Al enzymes.

Sofosbuvir va GS-331007 khong phai 1a chét tre ché ctia chat van chuyén P--gp, BCRP, MRP2,
BSEP, OATP1B1, OATP1B3 and OCTI. GS-331007 khéng phai la chat tc ché cia OATI.
OCT2 va MATE]I.

Duoe dong hoc ¢ nhirng ngudoi dic bict

Chiing tdc va gidi tinh

Khong ¢6 dir liéu 1am sang lién quan dén su khac nhau vé duge ddng hoc cua chung tdc va gidi
tinh vé6i sofosbuvir, GS-331007 va velpatasvir.

Ngudi cao tudi

D liéu phan tich duoe dong hoc ¢ bénh nhan viém gan C cho 1112“1}' trong vong tir 18 dén 82 tudi,
tudi tac khéng cé anh hudong lam sang lién quan dén sofosbuvir, GS-331007. hodc velpatasvir.
Ngudi suy thin

Dugc dong hoc cua sofosbuvir da duoc nghién cuu sau khi udéng mot liéu duy nhit 400 mg
sofosbuvir ¢ nhunﬂ déi tuong ¢4 HCV am tinh bi suy than nhe (eGFR =50 va <80
mL/phuat/1, 73m’ ) trung binh (eGFR >30 va <50 mLf’phut/] 73m ), suy than ning (eGFR <30
mL/phut/1, 73m°) va cac ddi tugng bénh than giai doan cudi can chay than nhan tao. So Vvdi
nhém déi tuong ¢6 chic nang than binh thuong (eGFR> 80 ml/phut/1, 73m?), AUC,., cua
sofosbuvir tuong g la 61%, 107% va cao hon 171% trong céc truong hop suy thin nhe, vira va
nang, trong khi AUC,_,, cia GS-331007 tuong tng 1a 55%, 88% va cao hon 43]% Trong cac déi
tuong bénh than giai doan cudi, AUC,._, cta sofosbuvir cao hon 28% khi da ubng liéu sofosbuvir
I gitr trude khi chay than nhan tao, cao hon 60% khi da udng liéu sofosbuvir 1 gid sau khi chay
than nhén tao so vdi cac ddi tugng cd chﬁc nang than binh thuong. AUC,,_, cua GS-331007 trong
nhém déi twong bénh than giai doan cudi dugce sir dung vai sofosbuvir 1 gio trude va gid sau
khi tham phan mdu tang it nhat 10 1an va 20 lin tuong ung. Tham phan madu c6 thé loai bo hiéu
qua (ty 1¢ thai trir 53%) chét chuyén hoa chinh GS-331007. M6t lan chay than nhan tao 4 gid
loai bo xép xi 18% liéu dung.

Duoc dong hoc cua velpatasvir dd duge nghién ciru voi mot liéu duy nhat 100 mg velpatasvir
HCV am tinh v&i bénh nhan suy than nang (eGFR <30 ml/phut bing Cockeroft-Gault). So véi
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céc ddi tuong c6 chire nang than binh thudng, velpatasvir AUCy cao hon 50% o nhiing nguoi bi
suy than nang.

Nguoi suy gan

Duoc dong hoc cua sofosbuvir di duoc nghién ciu trong 7 ngdy dung thude liéu 400 mg

sofosbuvir trong déi tugng bi nhiém HCV bi suy gan vira va nang (CPT nhom B va C). So vai

cac dbi tuong ¢ chiie nang gan binh thudng, AUC ., cua sofosbuvir cao hon 126% va 143%

tuong Ung vai nhom ddi tuong suy g gan v {ra va nang, trong khi AUC.,4ctia GS-331007 cao hon

tuong ung 1a 18% va 9%. Theo sé liéu phan tich dugc dong hoc trong cac nhom déi tugng
nhi&m HCV chi ra rang xo gan khong ¢d anh hudng vé mit 1am sang déi voi sofosbuvir va GS-
331007.

Duoc dong hoc cua velpatasvir da dugc nghién ctru vai mot lidu duy nhit 100 mg velpatasvir &
bénh nhan 4m tinh HCV suy gan vira va nang (CPT Class B va C). So véi cac dbi tuong c6 chie
ning gan binh thuong (AUCinf) tuong duong véi bénh nhan suy gan trung binh va nang. Duoc
dong hoc ¢ nhitng bénh nhan nhiém HCV chl ra ring xo gan (bao gdm ca xo gan mét bu) ¢é hiéu
luc khong c6 anh hudng vé mit lam sang vé viée sir dung vdi velpatasvir (xem phin 4.2).

Trong luong co thé

Trong luong co thé khéng ¢é ¥ nghia anh huong vé 1am sang vai sofosbuvir hodc velpatasvir ve
mat duge dong hoc

Doi voi tré em

Duoc dong hoc cua sofosbuvir, GS-331007 va velpatasvir ¢ bénh nhan tré em chua duogc thiét
lap.

DU LIEU AN TOAN TIEN LAM SANG

Sofosbuvir
Phoi nhiém vdi sofosbuvir trong cac nghién ctiru véi dong vat gdm nhdm c6 thé khong duge phat

hién ¢6 thé do hoat tinh esterase cao va phoi nhidm voi cac chét chuyén hoa chinh GS-331007
duoc ding thay thé dé tinh todn bién do phoi nhiém. Sofosbuvir khong co doc tinh gen trong cdc
thir nghiém in vitrro va in vivo, bao g6m dot bién gen va nhiém sic thé vi khuan sir dung céc té
bao lympho ngoai vi trong céac thu nchlem in vivo doi véi chudt. Khong c6 téc dung giy qudi
thai da duoc quan sat trong céc thi nghiém trén chudt va doc tinh phat tr ién tho véi sofosbuvir.

Sofosbuvir khong cé anh huong x4u dén hanh vi, sinh san, hodc su phét trién cia con cdi trong
cac nghién ctu voi chudt.

Sofosbuvir khong phai 1a mot chat gdy ung thu trong cac nghién ciu & chudt 2 ndm va GS-
331007 phoi nhiém thudc tang 15 va 9 lan tuong tng so vdi phoi nhiém & nguoi.

Velpatasvir

Velpatasvir khong ¢6 doc tinh gen trong céc thur nghiém in vitro va in vivo, bao gdm dot bién gen
va nhidm sic thé vi khuén str dung céc té bao l\fmpho ngoai vi trong cic thu nghiém in vivo déi

voi chudt.

Velpatasvir khong gay ung thu & chudt nhit bién d6i gen rasH2 trong 6 thang va nghién cliu gy
ung thu & chudt cdng 2 nam tai mic phoi nhiém tuong ung it nhét 50 lan va 3 lan so véi phoi
nhiém & nguoi.
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Velpatasvir khong cé tic dung bt lgi trén giao phéi va sinh san. Khong ¢6 tac dung gay quai
thai da dugc quan sat trong cac nghién ciu ¢ chudt va doc tinh phat trién con chudt véi
velpatasvir tai AUC cao hon khoang 31 va 6 lan tuong ng so VOi phoi nhiém & ngudi tai lleu
dugc chi dinh. Tuy nhién, tac dung gay quai thai cé thé duoc chi ra & thd ma su gia tang tong 50
di tat noi tang da duoc nhin thay sw phoi nhidém & déng vat AUC 1én dén 0.7 lan su phoi nhiém
cua con ngudi O liéu diéu tri. Su lien quan cua con ngudi phat hién nay khéng duoc biét.
Velpatasvir khong co anh huong \au dén hanh vi, sinh san, hodc sy phat trién ctia con cdi trong
cac nghién ctu véi chudt tai AUC Xép xi cao hon 5 ldn so véi su phoi nhiégm & ngudi o liéu diéu
1r1.

QUY CACH DONG GOI

Hép 1 lo x 28 vién.

PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC
Bdo quén: Bao quan khong qua 30°C, bao quan trong bao bi gdc.

Han diing: 24 thang ké tir ngay san XUat,

Tiéu chuén chit lugng: TCCS.

TEN, PIA CHI CUA CO SO SAN XUAT THUOC

Mylan Laboratories Limited
F-4 & F-12, MIDC, Malegaon, Tal.Sinnar, Nashik - 422 113, Maharashtra State. An ba.

TUQ.CUC TRUONG
P.TRUONG PHONG

S5 ham i Vin N, anhl

N




