T T

|

-

o

|/

6w ooy 2 6w 06
sja|qe 11AnqsojoS B JinsedipaT

d7 - jeuldday

‘https://mhathuocngocanh.com/

AW/ 1WA 6%

BOY TE
CUC QUAN LY DUGC

bA P}IIE DUYET

Lan ddu: &9./.48..../.2045.

|

W SEX0SX05

b

Hepcinat - LP

Ledipasvir & Sofosbuvir Tablets
90 mg & 400 mg

Each film coated tablet contains:
Ledipasvir 90 mg

Sofosbuvir 400 mg

Do not store above 30°C.

Store in the original container

Dosage: As directed by the physician.
Not to exceed prescribed dosage.

Keep out of the reach and sight of children.
Indications, Warnings & Precautions:
Read the package leaflet before use.

Rx Thudc ké don

Hepcinat - LP
Ledipasvir & Sofosbuvir Tablets 90 mg
&400mg

Hoat chét, ham lugng: M3i vién nén bao
phim chila:

Ledipasvir 90 mg

Sofosbuvir 400 mg

Qui céch déng gdi: Hop 28 vign

SBK:

Chl dinh, chdng chi dinh, liéu diing va cac
thng tin khac: xin doc & hudng din sif dung
kém theo

Béo quén: Dudi 30°C. Gill thuic trong bao
b gée.

S8 16 SX, NSX, HD, xem *Batch No.", *Mfg.
date”, “Exp. date” trén bao bi.

Ngay hét han 14 ngay 01 clia théng hét han.
Dé& xa tAm tay trd em.

Boc ki hudng din sti dyng tnibe khi diing.
San xusit bdi: Natco Pharma Limited, An D9,

Hepcinat - LP

Ledipasvir & Sofosbuvir Tablets
90 mg & 400 mg

Batch No.:
Mfg. date:
Exp. date :

M. L. : 164/MN/AP/95/F/R

Under license from Gilead Sciences
Ireland UC.

Manufactured by:

Natco Pharma Limited
Kothur - 509 228
Mahaboobnagar District
Telangana, India

Als: 50 x 50 x 95 mm
15/10/12 old die

HepcinatLP Carton-ASEAN8/01/16

50x50x95 mm

PANTONE 032 C
PANTONE 814 C
PANTONE 130 C

\

PATONE 072 CBlack C

-




‘https://nhathuocngocanh.com/

28"

S

D ¥oeIg ‘D 0el ‘O £40 ANOLNVd
O 18 INOLNYd M 3 260 INOLNVL B

na

a o WS g

91/10/8} 81q€7 NYISY d1 - 1eulodey ww gexge :s/y

m puejiey L
‘pr7 Auedwon oygng

S30N3I083411 VOIN @

:Aq pejexe

elpu| ‘euebuejaL
1omsig sebeugooqeyepy

822 603 - inyioyl (0ILVN)
Pejiwl BULBYd 03jBN
:Aq peamorynuepy

HA/SE/dYNINPSL - 1N

"Of PUE{el| SBOUSIOS PRR|ID WO OSUB| JBpuf)

:ajep "dx3
segep By
ON yoleg

O 10q 18X URS
; p s ugp Bugny 4y 90G

‘we gu) Aej wpy Bx 93
%E 02 10 Apbu g1 uey 1py Apby
'lq ovg ugs eep “dx3,
weX ‘GH ‘XSN ‘XS 9l 98

up Bugu 992 Ba Bunp ngy ‘yuip jya Bugya "yuip [yo
as

ugin 82 d9H 196 Buop yoga InD

Buw ooy Janqsojos

Bw 06 srsedipe

eNYo wiyd ovg ueu UPA 19N Bubn) wWey 1By JeoH
Bw ooy ® Bw 06 Me|GuL NANGSOjOS B sAsEdipET
d1 - 1eujodey

upp @ 99Ny L Xy

‘98N eiojeq _-.__u-_ efeyoed ey peey

uauppya jo ...u_u,e.i 4owes ay) jo o deay
‘abesop pequoseid peeoxs o} JoN
toysiyd ey Aq p Ip 8y :eBesog
19UEIUCD [BUIBLIO BY) Ul BI0IS

*0.0E @AOTE 840)8 JOU 0Q

Buw pop yjangsojos

Buw g6 Jasedipe

18UIEILOD 19|qE} POIROD WY Yoel

—
G

6w ooy ¥ Bw 06
$19/qe] JIANGS0J0S % JiAsedipa

d - Yeuiaoday

sialqel 8¢
U0 uojdjasedd x4

"!




T& hwéng din siv dung thudc cho cin bd v té

Rx- Thuéc bdn theo don

HEPCINAT - LP
Ledipasvir 90mg & Sofosbuvir 400mg

Thanh phin, ham lwong

M3i vién nén bao phim chira:

1.0 UL | S 90 mg

Sofosbuvir..........cccoeeninnnn. 400 mg

Ta dugc: colloidal silicon dioxid, copovidon, croscarmellose natri, lactose monohydrat,
magnesi stearat, cellulose vi tinh thé, oxid sét vang, polyethylen glycol, polyvinyl alcohol,
talc, xanh FD&C s6 2 va titan dioxid.

MG ta sin phim
MGéi vién nén bao phim hinh bau duc, mau xanh la cy, mgt mit khic “SL”, mdt mit tron.

M

Dwgec lwe hoc

Nhém duge ly: Chét khang virus tac dong truc tiép.
Ma ATC: JOSAX65

Co ché tic dung

Ledipasvir 1a mot chit trc che virus gdy viém gan siéu vi C (HCV) trén protein HCV
NSS5A, chét can thiét cho tong hop RNA va sy sao chép cta virus HCV.

Sofosbuvir 14 chét khang virus tac dong truc tiép, n6 trc ché HCV NS5B RNA-phu thude
RNA-polymerase la tac nhan chinh yéu cho sy nhan ddi cua virus. Sofosbuvir la mét tién
chét nucleotide, né trai qua qué trinh chuyén héa ndi bao dé tao nén chat c6 tac dung dugce
Iy uridin analogue triphosphate (GS-461203), chit nay ¢6 thé dugc tich hop vao HCV RNA
boi enzym NSSB polymerase va dong vai trd nhu mot chit két thiic chudi phan img. GS-
461203 (chat chuyén héa c6 hoat tinh clia sofosbuvir) khong phai 1a mot chat e ché DNA
va enzym RNA-polymerase & ngudi ciing khong phai 12 mot chit trc ché ty thé enzyme
RNA polymerase.

Hoat tinh khang virus

Cac gia tri ECso ctia chdt déi khang ledipasvir va sofosbuvir hodc sao chép gen ma hoa
chudi NS5A va NS5B tir phan 1ap 1dm sang duge néu chi tiét trong bang sau. Su hién dién
ctia 40% huyét thanh nguoi khong c¢é anh huong dén tac dong khang virus HCV cua
sofosbuvir nhung 1am giam tac dong khang virus HCV tuyp la cta ledipasvir dén 12 lan.
Tac dpng khdng virus cua ledipasvir va sofosbuvir:

Kiéu sao Téc dong cua Ledipasvir (ECso, nM) | Tac dong ctia Sofosbuvir (ECsg, nM)
cl.1ép cua Dang sao Sao chép tam thoi Dang sao Sao chép tam thoi
virus chép on dinh | NS5A chép on dinh | NSSA

Trung binh (khoang)* Trufg bl)’[h/ khoang\)
Tuyp la 0,031 0,018 (0,009 -0,85) |40 62/(29 /- 128)
Tuyp 1b 0,004 0,006 (0,004 —0,007) | 110 10R (45 — 170) ]
Tuyp 2a 21249 - 50
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Tuyp 2b 16-530° . 15 .
Tuyp 3a 168 - 50 81 (24— 181)
Tuyp 4a 0,39 - 40 g
Tuyp 4d 0,60 - = ]
Tuyp 5a 0,15° - 15° -
Tuyp 6a 1" - 14° -
Tuyp 6e 264° - - .

“Sao chép tam thoi mang NS5A hodc NS5B tir cdc nhom bénh nhan.

b Sao chép kiéu gen mang gen NSS4 tir kiéu gen 2b, 5a, 6a va 6e da dwpe sir dung dé thir nghiém
ledipasvir trong khi sao chép kiéu gen mang gen NS5B tir kiéu gen 2b, 5a hodc 6a da duwgc sir dung
aé thir nghiém sofosbuvir.

Dé khdng @T

Trong nuéi cdy té bao

Su sao chép HCV dé khang véi ledipasvir dugc chon loc trong méi truong nudi cdy virus
kiéu gen 1a va 1b. Su dé khang véi ledipasvir lién quan tGi su thay thé NS5A nguyén thiy
boi YO3H ¢ ca hai kiép gen la va 1b. Hon nita, sy thay thé Q30E tang 1én & su sao chép
kiéu gen la. Sy dot bién tai di€m tac dong cua NS5A RAVs cho thay su thay the Q30H/R,
L31U/M/V, P32L va Y93T ¢ kiéu gen la va P58D va Y93S & ki€u gen 1b lam thay doi >
100 va < 1000 lan muc dap mg cua ledipasvir va su thay the M28A/G, Q30E/G/K, H58D,
Y93C/H/N/S & kiéu gen lava A92K va Y93H & kiéu gen 1b 1am thay déi > 1000 lan

Su sao chép HCV dé khang véi sofosbuvir dugce chon loc Ltrong moi trudng nudi cay virus
cho nhiéu kiéu gen gdm 1b, 2a, 2b, 3a, 4a, S5a va 6a. Su dé khing v&i sofosbuvir lién quan
t6i su thay thé NS5B nguyén thuy bdi S282T trong sao chép cac kiéu gen da dugc kiém
chimg. Su dot bién tai diém tac dong cua su thay thé S282T trong su sao chép clia 8 kiéu
gen lam giam 2 dén 18 1an muc dap (mg sofosbuvir va giam kha nang sao chép virus tir 89
dén 99 14n so véi chiing khong dot bién tuong tmg.

Du’q’c dong hoc

Hap thu

Pic tinh duge dong hoc cua ledipasvir, sofosbuvir va chit chuyen héa chinh GS-331007
dugc dénh gid & ngudi trudng thanh khoe manh va bénh nhan bi nhiém viém gan C maén.
Sau khi ubng, néng d dinh cua ledipasvir trong huyét tuong dat sau 4 gio & liéu cudi.
Sofosbuvir duoc hap thu nhanh va nong do dinh trong huyét tuong dat xap xi sau 1 gio &
lidu cubi. Nong do dinh ctia GS-331007 trong huyét twong dat sau 4 gio ¢ lidu cubi.

Dua trén céc phén tich duge dong hoc & bénh nhan bi nhiém HCV, dién tich dué6i dudng
cong & trang thai én dinh trung binh AUCy.24 déi voi ledipasvir (N=2113), sofosbuvir
(N=1542), va GS-331007 (N=2113) 1a 7290, 1320, va 12000 ng.gio/ml. Trang théi 6n dinh
Chax cla ledipasvir, sofosbuvir, va GS-331007 la 323, 618, va 707 ng/ml AUCg.24 va Cpax
ctia Sofosbuvir va GS-331007 giita ngudi khoe manh va bénh nhan bi nhiém HCV la twong
duong. Tuong quan giua ngudi khoe manh (N=191) va bénh nhan bi nhiém HCV C0_24
va Cpnax cUia ledipasvir 1an luot thip hon 24% va 32%. Jigi
Anh hieéng béi thire én: \
Luc d6i, sir dung don liéu cta ]edlpaswr va sofosbuwr vm era an luong ( lftﬁt/b/o vira pha1

"\\(

dang ké dén Cmax cua sofosbuvir.
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Hép thu cua ledipasvir va GS-331007 khong bi anh hudng boi thice dn. Ti 1€ dap ing & thir
nghiém 1am sang pha 3 thi tuong duong & nhitng ddi tugng bi nhiém HCV ding ledipasvir
+ sofosbuvir cung v6i thirc @n hodc khong. Vi vay viéc sir dung ledipasvir + sofosbuvir
khong lién quan téi thirc an.

Phin b6

Ledipasvir gin két trén 99,8% véi protein huyet tuong ngudi. O ngum khoe manh, sau khi
udng lidu don 90mg [14C] -ledipasvir, ty 1& dong phan hoat dong '*C trong mau va huyét
tuong dat khoang 0,51 va 0,66.

Khoang 61%-65% sofosbuvir gin két véi protein huyét tuong va s gan két nay khong phu
thude l!eu trong khoang tir 1pg/ ml dén 20pg/ ml. GS-331007 an két vai protein huyet
tuong rat it. O ngum khoée manh, sau khi uong ]1eu don 400 mg "*C-sofosbuvir, ty 1 dong
phan hoat dong "“C trong mau va huyét twong xép xi khoang 0,7.

Chuyen hoa

Trong thir nghiém in vitro, khong phat hién su chuyén hoéa cua ledipasvir bsi CYP1A2,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, va CYP3A4. Pi c6 bing chimg cua sy chuyén
héa bdi sur oxi héa chdm théng qua mdt co ché chua biét. Sir dung lidu don 90mg e
ledipasvir, sy chuyén héa toan than hiu nhu do hoat chit chinh (trén 98%). Chét khong
chuyén héa ctia ledipasvir dugc dao thai chu yéu qua phan.

Sofosbuvir chuyén héa chii yéu qua gan du6i dang chét chuyen héa cé hoat tinh dugce ly 1a
chit tuong tu nucleotid triphosphat GS-461203. Cach chuyén héa chit c6 hoat tinh lién
quan dén chudi thiy phan céc carboxyl ban ester xiic tac bdi cathepsin A (CatA) hoic
carboxylesterase 1 (CES1) va phosphoramidat dugc phén tich boi histidin héa tri 3
nucleotid gin két véi protein 1 (HINT1) theo cach phosphoryl héa sinh téng hop pyrimidin
nucleotide. Két qua ctia qua trinh phosphoryl hinh thanh céc chat chuyen héa nucleotid GS-
331007 ma chit nay c6 thé khong bi phosphoryl héa tré lai va lam yéu di tac dong chéng
HCYV trong thir nghiém in vitro.

Sau khi udng lidu don 400 mg cuia [*C]-sofosbuvir, GS-331007 dugc tinh khoang trén 90%
tdng chuyén héa toan than. G)T

Thai trir

Khi ubng liéu don 90mg ['4C] ledipasvir, téng trung binh phét hién clia ddng phan hoat
tinh '*C trong phan va nuéce tidu xap xi khoang 87%, hau hét 1a & phan (khoang 86%). Chét
khong chuyén héa ledipasvir dugc dao thai qua phan trung binh khoang 70% va chat
chuyén hoéa oxi héa M19 khoang 2,2% liéu udng. Diéu nay cho thiy ring Iedipaswr dang
khong ddi dugc dao thai chii yéu qua mat, mot it qua than (khoang 1%). Thoi gian ban thai
trung binh cua ledipasvir khoang 47 gio sau khi udng phdi hop ledipasvir + sofobuvir.

Sau khi uong liéu don 400 mg [*C]- sofosbuvir, tong trung binh phat hién lidu khoang hon
92%, bao gom khoang 80% c6 trong nudc tiéu, 14% _trong phén va 2,5% thai trir qua md
hoi. Chét thai trir cht yéu cia sofosbuvir qua nude tidu 1a GS-331007 (78%) trong khi chi
cb 3,5% dudi dang sofosbuvir. Didu nay cho thiy ring GS-331007 dugc dio thai chu yéu
qua than. Thoi gian bén thai trung binh cta sofosbuvir va GS-331007 12 0,5 va 27 i

khi udng phdi hop ledipasvir + sofobuvir. g
Doi twong ddc biét
Ngum cao tuoi

* s

tudi tac khong cod mot anh hucrng vé mét lam sang khi su dung ledipasvi f*'psbuvn‘ hodc
GS-331007. Nghién ctru 1dm sang cua ledipasvir/sofosbuvir duoc thue hl'n‘tr 235 bénh
nhan (8,6% tong sb bénh nhan) tir 65 tudi trd 1én. N ™
Bénh nhdn suy than

Trang 3

H’"#\



Dugc ddng hoc cta ledipasvir duge nghién ciru véi lidu don 90 mg ledipasvir trén bénh
nhan 4m tinh HCV bi suy than ning (eGFR < 30 ml/phut, CrCl trung binh 22 [17-29]
mllphut) Két qua nghién ciru cho thay khong c6 sy khac biét trén 1am sang vé duoc dong
hoc cua ledipasvir duge ghi nhan gitra cac dbi tugng khoe manh va bénh nhan suy than
niang.

Bénh nhan suy gan

Nghién ctu duge dong hoc cia ledipasvir dugc thuc hién véi liéu don 90 mg ledipasvir
trén bénh nhan dm tinh HCV bi suy gan ning (CPT loai C). AUC;, ledipasvir tuong tu &
nhiing bénh nhén suy gan ndng va bénh nhén chirc ndng gan binh thudng. Phén tich dugc
dong hoc & bénh nhéan nhiém HCV cho thiy ring bénh xo gan khong anh huéng vé mit 1am
sang dén viéc sir dung ledipasvir.

Trong lieong co thé

Trong luong co thé khong ¢ anh huong dang ké dén su dung nap sofosbuvir theo phén tich
dugc dong hoc. Nong dd ledipasvir giam khi trong luong co thé ting nhung anh huéng
khong ¢6 y nghia v€ mit 1am sang.

Qui cich déng géi O
Lo 28 vién. Hop 1 lo. -

CHI PINH

_Chi dinh trong diéu tri viém gan C méan (CHC) & nguoi 16n tuyp 1,3, 4,5 hoic 6.

_Chi dinh cho bénh nhén viém gan C do virus (HCV) dang hoat dong chuyén biét (xem
thém muc canh béo va than trong)

Liéu lrgng va cich ding ¥
Hepcinat - LP nén duoc chi dinh va theo dai béi thay thude ¢6 kinh nghiém trong diéu tri ,

nhitng bénh nhan viém gan C mén (CHC). |
Liéu leong =\
Liéu sir dung khuyén co ctia Hepcinat - LP 13 mot (01) vién/lan/ngay, truée hodc sau bira ‘;,

an.
Thoi gian diéu tri khuyén cdo cho Hepcinat - LP don Ié va két hop véi ribavarin & moi
nhom bénh nhan.

Poi twong bénh nhin ] Thoi gian diéu tri
Bénh nhan viém gan C mén tinh (CHC) tuyp 1,4,5 hodc 6 i
Bénh nhan khong bi xo gan Hepcinat-LP khoang 12 tuan

- Hepcinat-LP khoang 8 tudn c6 thé duge xem
xét & nhimg bénh nhan nhiém tuyp 1 chua
duoc diéu tri.

- Hepcinat-LP + ribavarin khoang 12 tuan
hodc Hepcinat-LP khoang 24 tuan nén dugc
xem xét & nhitg bénh nhan di diéu trj trudc
day vé6i nghi ngd cén diéu tri lai. /w—,\
Bénh nhédn xo gan nhe Hepcinat-LP + ribavarin khoang/A2 tu. : ":J,::)
Hepcinat-LP khoang 24 tudn /¢ )
- Hepcinat-LP khoang 12 tuin cb thé dugc
xem Xét cho nhitng bénh nhan dugc danh gia
nguy co thap voi nhiing tlen\trte bénh trén

Trang 4




1dm sang va nhitng nguoi diéu tri lai.

Bénh nhan cdy ghép gan khong bi xo | Hepcinat-LP + ribavarin khoang 12 tuin

gan hodc xo gan nhe - Hepcinat-LP khoang 12 tuan (bénh nhan
khong xo gan) hodc 24 tuan (bénh nhan xo
gan) c6 thé duge xem xét & nhiing bénh nhan
khéng du didu kién sir dung hoic khong dung
nap ribavarin.

Bénh nhan xo gan ning, ké ca tinh | Hepcinat-LP + ribavarin khoang 12 tuan
trang cay ghép - Hepcinat-LP khoang 24 tuan c6 thé duogc
xem xét & nhitng bénh nhan khong du diéu
kién sir dung hodc khong dung nap ribavarin.

Bénh nhan viém gan C mén tinh tuyp 3

Bénh nhén xo gan nhe hodc that bai & | Hepcinat-LP + ribavarin khoang 24 tuan.
lan diéu tri trude

Khi sir dung két hop véi ribavarin, ciing can tham khao ddng thoi huéng din sir dung cua
ribavarin.

O bénh nhan khong bi xo gan ning can thém ribavarin vao phac dé diéu tri cta ho, lidu
héng ngay cua ribavarin dya vao can nang (< 75 kg = 1000 mg va > 75 kgs = 1200 mg) va
chia 1am 2 14n udng trong bita an.

O bénh nhan xo gan ning, ribavarin nén dugc chi dinh ¢ lidu khoi dau 600 mg trong mot
liéu mdi ngay. Néu liéu khoi dau dung nap tt, c6 thé hiéu chinh lidu dén t6i da 1000 dén
2000 mg moi ngay (1000mg cho can ndng < 75kg va 1200mg cho cén ning > 75 kg). Néu
lidu khoi ddu khong dung nap t6t, liéu nén duge giam theo chi dinh 1dm sang dua trén mirc
hemoglobin.

Hiéu chinh liéu cuia ribavarin & nhitng bénh nhan uéng 1000 - 1200 mg méi ngay.

Néu Hepcinat-LP dugc str dung cung véi ribavarin va mdt bénh nhan c¢6 tac dung phu
nghiém trong cé kha nang lién quan dén ribavarin, liéu ribavarin nén dugc hiéu chinh hoic
ngung dung thudc cho dén khi tac dung phu nhe hodc giam nghiém trong. Huéng dan higu
chinh liéu va ngung dung thudc dua trén nong do hemoglobin va tinh trang tim mach cua
bénh nhan dugc cung cip & bang 2 bén dudi. Q}I

Béng 2: Hwéng din hi¢u chinh lidu ribavarin khi ding dong thoi v6i Hepcinat-LP

Gia tri xét nghiém Giam liéu ribavarin dén Ngung dung ribavarin

600 mg/ngay néu: néu:
Nong d6 hemoglobin & bénh | < 10 g/dL <8,5 g/dL
nhan khong cé bénh tim
mach

Nong d6 hemoglobin & bénh
nhéan c6 tién sir bénh tim on
dinh

Giam > 2g/dL nong do
hemoglobin trong 4 tuan
diéu tri

< 12 g/dL du da giam licu
trong 4 tuan dicu tri

ngay)
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Bénh nhan nén dugc huéng dan can udng thém 1 vién neu xdy ra ndn 6i trong vong 5 gio
sau khi dung thudc. Néu nén 6i xay ra sau 5 gid sau khi uong, khong can phai thém heu
Néu quen 1 liéu nhung trong vong 18 tleng tir thoi diém can udng, bénh nhén can uong
thude som nhét c6 thé va sau d6 sir dung thude theo lich binh thuong. Néu quén udng thude
qua 18 tleng, bénh nhan can phai chd dén 1an udng thude tiép theo. Bénh nhan khong duge
udng thube gip doi lidu.

Nguoi gia

Khéng can hiéu chinh lidu.

Suy thdn

Khong can hiéu chinh liéu cia Hepcinat-LP cho bénh nhan suy thén nhe va vira. Sy an toan
cia Hepcinat- LP khong dugc danh gid ¢ bénh nhan suy than ning ([eGFR] < 30
mL/phtt/1,73 m?) hodic bénh than giai doan cudi cin chay than.

Suy gan

Khong can hidu chinh liéu & nhitng bénh nhan suy gan nhe, vira hojic nang ([CPT] lép A, B
hodc C). Su an toan va hiéu qua cta cua Hepcinat-LP dd dugce chimg minh & nhiing bénh
nhan xo gan ning.

Tré em

Su an toan va hiéu qua ctia Hepcinat-LP & tré em va tré vi thanh nién nho hon 18 tudi chua
dugc chimg minh.

Cdch diing D~

Sir dung bing dudng ubng. -

Bénh nhéan can dugce huéng din udng nguyén vién trude hodc sau bira dn. Do thudc ¢6 vi
ding nén can khuyén cdo vién nén bao phim khong dugce nhai hoic nghién.

Chéng chi dinh

Chéng chi dinh & nhitng bénh nhan man cam vaéi bét cir thanh phin nao cua thube.

Chéng chi dinh dung dong thdi v6i rosuvastatin.

Chéng chi dinh sir dung véi thudc ting cudng hidu luc P-glycoprotein (P-gp) & rudt non
nhu rifampicin, rifabutin, St. John's wort [Hypericum perforatum], carbamazepin,
phenobarbital va phenytoin.

Cinh bdo va thin trgng

Tdac dpng trén cdac kiu gen ch uyen bigt

Lién quan dén phéc db khuyén céo diéu tri viém gan siéu vi C (HCV) cac tuyp khac nhau
(xem muc liéu luong va céc dung), lién quan dén céc kiéu sao chép chuyén biét cua virus
va cac hoat tinh lam sang (xem thém muc dugc luce hoc).

Triéu chirng chidm nhip tim nghiém trong khi dung chung véi amiodaron

Nhiing truong hop chdm nhip tim, cling nhu ngung tim nguy kich va nhiing truong hop can
can thiép bai may didu hoa nhip tim da duoc ghi nhén khi sir dung ddng thoi amiodaron véi
ledipasvir + sofosbuvir. Chdm nhip tim xdy ra trong vai gi¢ dén vai ngay nhung nhiing
truong hop duge bao cdo xay ra téi 2 tuan sau khi dleu tri HCV. Bénh nhéan udng thubc
chen beta hoéc nhung thuoc lam cham nhlp vafhoac tlen str bénh gan co the lam tang ngu

dang uéng amiodaron ma khong ¢6 thudc thay thé hodc phuong phap dleu tri
va duoc chi dinh ddng thdi véi HEPCINAT-LP:
+ khuyén céo bénh nhan vé nguy co chdm nhip tim nghiém trong.
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+ bénh nhan ndi tri dé theo d3i nhip tim trong 48 gio dau khi sy phdi hop ding
dong thoi dugce chi dinh, sau d6 bénh nhén dugc diéu tri ngoai tr hodc tur theo doi
nhip tim hang ngay trong sudt it nhat 02 tudn dau diéu tri.
Nguy co giam hi¢u qua diéu tri do chdt kich hoat P-gp
Str dung dong thoi HEPCINAT-LP véi chat kich hoat P-gb (vi du rifampin, St. John’s
wort) ¢6 the lam giam d4ng ké ndng do ledipasvir va sofosbuvir trong huyét tuong va c6
thé din dén giam hiéu qua diéu tri cia HEPCINAT-LP. Vi vay, khuyén cao khong nén sir
dung HEPCINAT-LP ddng thdi véi chat kich hoat P- -gb (vi du, rifampin, St. John’s wort).
Nhieng thubc cé lién quan
Khong khuyén céo str dung HEPCINAT-LP véi nhitng thudc khac chira Sofosbuvir.
Bénh nhin di tieng sir dung thudc khang virus tic djng truc tiép HCV
O nhitng bénh nhan diéu tri that bai véi ledipasvir/sofosbuvir do dot blen dé khang chon loc
NS5A 1am giam dép tmg vé6i ledipasvir. Dit li¢u han ché cho théy ring su dot bxen NSSA
khong phuc hdi thoi gian dai. Hién tai khong c6 dir liéu hd trg cho hiéu qua diéu tri lai &
nhiing bénh nhén thét bai véi ledipasvir/sofosbuvir bing phac do diéu tri thay thé bang chat
trc ché NS5A. Tuong tu, hién tai khong ¢6 dit liéu hd trg hidu qua bang chit tc ché
NS3/4A protease & bénh nhén thit bai véi diéu tri trude d6. Do do, nhiing bénh nhan nay
co the bi phu thudc vao céc thude diéu tri nhiém HCV khéac. Vi viy, tién trinh diéu trj dai
hon can dugc xem xét & nhitng bénh nhan da lua chon diéu tri lién tlep nhiéu 1an nhung
khong hi¢u qua. ‘
Suy thin . Q}T
Khong diéu chinh liéu & bénh nhan suy than nhe va vira. Tinh an toan cta Hepcinat-LP
chua duge danh gia ¢ nhiing bénh nhan suy than ning (eGFR < 30 ml/phut/1,73 m?) hodc
bénh thén giai doan cudi (ESRD) cin thim phan mau. Khi sir dung Hepcinat-LP két hop
v6i ribavirin can tham khao hudéng dan sir dung cho ribavirin & bénh nhan CrCl <
50ml/phut.
Bénh nhdn xo gan miit bit va/hodc dang ché cdy ghép gan hodc sau cily ghép gan
Hi¢u qua cua ledipasvir/sofosbuvir & bénh nhén nhiém HCV tuyp 5 va 6 bi xo gan mét bu
va/hodc dang cho cay ghép gan hodc sau cay ghép gan chua dugce nghién ciru. Viée didu tri
v6i Hepcinat-LP nén huéng dan dua trén danh gia lgi ich va nguy co trén mdi bénh nhan.
Stk dung vdi tac nhan kich hoat P-gb trung binh
Cac thuoc kich hoat P-gb trung binh & rudt non (nhu oxcarbazepin) c6 thé 1am giam ndng
do huyét tuong ledlpaswr va sofosbuvir din dén giam hiéu qua diéu trj ctia Hepcinat-LP.
Sir dung dong thm v6i céc thude nay véi Hepeinat-LP khong duge khuyén cdo.
Sir dung véi thubc khdng HIV
Hepcinat-LP 1am ting hap thu tenofovir, diic biét khi dung chung véi mot phac d6 diéu tri
HIV chira tenofovir disoproxil fumarat va mét thuc 1am tiang duge dong hoc (ritonavir
hodic cobicistat). Tinh an toan cta tenofovir disoproxil fumarat trong phdi hop Véi
Hepcinat-LP va mot thudc 1am tang dugc dong hoc chua dugce nghién ciru. Nhimg loi ich
va nguy co tiém an lién quan dén str dung dong thoi Hepcinat-LP vdi thube ph01 horp
elvitegravir/cobicistat/emtricitabin/tenofovir disoproxil fumarat hogc tenofovir diseproxit
fumarat két ho*p vm chat ch ché HIV protease (ner atazanawr hoac darunavif) nén duge ;.
an. Béﬁh nhén

fumarat hodc tenofovir dlsoproxﬂ fumarat véi mét chét e ché HIV protea
ddi cac tac dung phu lién quan téi tenofovir.

Sir dung véi cic thuic khing HMG-CoA reductase
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St dung dong thoi Hepcinat-LP va cac thudc khang HMG-CoA reductase (nhém statin) c6
thé lam tang dang ké nong d¢ cua statin, gdy ting nguy co céc bénh vé co va tidu co van.
Nhiém dong thoi HCV/HB 4

Chua c6 dit ligu ddy du vé viéc sir dung Hepcinat-LP & bénh nhin nhidm dong thoi
HCV/HBV.

Bénh nhi

Khong khuyén céo sir dung Hepcinat-LP & tré em va tré vi thanh nién dudi 18 tudi vi hiéu
qua va tinh an toan chua dugc xac dinh cho ddi tuong nay.

Td dwoe

Hepcinat-LP ¢6 chira lactose, do d6, bénh nhén ¢6 bénh di truyén hiém gip khong dung nap
galactose, thiéu hut Lapp lactacse hogc réi loan hap thu glucose-galactose khong dugce dung
thudc nay.

Phu nit mang thai va cho con bu G)T

Phu nit mang thai: -

Chua ¢6 du co s& dir liéu va nghién ctu chit ch& viéc st dung phdi hop
ledipasvir+sofosbuvir & phu nir mang thai.

Phu nir cho con bi:

Chua c6 nghién ctru phéi hop ledipasvir+sofosbuvir va cic chit chuyén hoa c6 bai tiét qua
stra me hay khong.

Anh hréng Ién kha ning 14i xe va vin hanh miy méc

Ledipasvir/sofosbuvir ding riéng 1& hoidc két hop ribavirin khéng anh huéng hodc anh
hudng khong déng ké [€n kha nang lai xe va van hanh may moéc. Tuy nhién bénh nhéan cé
thé bi mét moi khi diéu tri vai ledipasvir/sofosbuvir.

Twong tic ciia thude véi cac thude khic va cic loai twong tac khéc
Hepcinat-LP anh hucmg dén cac thude khac

Ledipasvir 1a mot chat tic ché in vitro dbi véi thude chuyén vén protein P-gb va khéng ung
thu via (BCRP) va c6 thé lam ting su hdp thu & rudt non ctia cac chit dong van. Dit lidu in
vitro cho thy ring ledipasvir ¢6 thé 12 mot chat tac dong yéu trén cac enzym chuyén hoa
nhu CYP3A4, CYP2C va UGTIAL. Nhiing hop chat 1a chat nén cta nhimg enzym nay c6
thé bi giam nong do trong huyet tuong khi dung dong thoi véi ledipasvir/sofosbuvir.
Ledlpaswr uc ché in vitro CYP3A4 va UGTIAI 6 rudt non. Cac thude c6 khoang tri liu
hep va bi chuyén héa boi cac isoenzym nay cin duge sir dung véi khuyén céo va theo doi
can than. )

Kha niing thudc khéc anh hudng dén Hepcinat-LP i

Ledipasvir va sofosbuvir 1a nhitng chét nén cua thubc chuyén vén protein P-gb va BCRP,
trong khi GS-331007 thi khong.

Céc thube kich hoat P-gp manh (nfamp:cm rifabutin, St. John's wort, carbamazepin,
phenobarbital va phenytom) ¢6 thé 1am giam déng ké nong do huyét tuong ledipasvir va
sofosbuvir, dan dén giam hiéu qua diéu tri cta ledipasvir/sofosbuvir va do dé bi chong ch1
dinh v&i Hepceinat-LP. Cac thude kich hoat P-gp vira & rudt non (nhu oxcarbazepm
lam giam ndng d6 huyét tuong ledipasvir va sofosbuvir dan dén giam hiéu qua
Hepcmat LP Ch1 dmh dong thorl Hepcmat—LP VO’I céc thube tren khong dugc
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tuong tic thudc dang ké trén 1am sang v6i ledipasvir/sofosbuvir gian tiép boi enzym
CYP450S hodac UGT1A1 chua duge danh gia.

Bénh nhan diéu tri véi 02:10 thudc khang vitamin K

Vi chirc ndng gan c6 thé thay dbi trong sudt qua trinh diéu tri véi Hepcinat-LP, vigc theo
ddi cht ché gia tri INR (International Normalised Ratio) duoc khuyén cdo.

Tuong téc gilra Hepcinat-LP va cdc thude khac

Thuéc khdng acid: D9 tan cua ledipasvir giam khi pH ting. Céac thude 1am ting pH da day
c6 thé lam giam nong do cta ledipasvir. Khuyén cdo sir dung cac thude khang acid va
Hepcmat LP céach nhau 4 gio.

Thubc khdng histamin H,: Céc thude khang histamin H; ¢ thé dugc chi dinh dong thoi
hogc riéng 1& véi Hepeinat-LP & liéu khong vuot qua lidu tuong dwong famotidin 40mg/2
Ianf’ngay

Thuéc ke ché bom proton: Céc thudc trc ché bom proton véi liéu tuong duong véi
omeprazol 20mg c6 thé duoc chi dinh ddng thoi v6i Hepeinat-LP. Hepcinat-LP nén dugc
sir dung trude khi ding thudc te ché bom proton.

Thuéc chong loan nhip: 0)’[

Amiodaron: Chi sir dung néu khong c¢6 su thay thé. Cén theo ddi chit ché néu thude nay
dung dong thoi véi Hepeinat-LP.

Digoxin: Dung dong thoi Hepcinat-LP véi digoxin ¢6 thé 1am ting nong do cua digoxin.
Canh béo va theo ddi ndng dd trj liéu cua digoxin dugc khuyén céo khi dung ddng thoi véi
Hepcinat-LP.

Thuéc chong dong:

Dabigatran etexilat: Theo d&i trén 1am sang cac dau hiéu ctia chay mau va thiéu méu dugc
khuyén c4o khi dung dabigatran etexilat ddng thoi véi Hepeinat-LP.

Khang vitamin K: Theo d&i chit ché gia tri INR duoc khuyén cdo véi tat ca cac thude
khang vitamin K, do su thay déi chirc ning gan trong sudt qua trinh diéu tri véi Hepcinat-
LP.

Thuéc chong dong kinh: Hepcinat-LP chdng chi dinh véi carbamazepin, phenobarbital va
phenytoin, tdc nhan kich hoat P-gp & rudt non.

Sir dung ddng thoi Hepcinat-LP v&i oxcarbazepin c6 thé lam giam ndng do ledipasvir va
sofosbuvir kéo theo giam hidu qua diéu tri ctia Hepcinat-LP. Do d6, khong khuyén céo
dung ddng thoi.

Thuée khdng lao: Chbng chi dinh Hepcinat-LP véi rifampicin, chét kich hoat P-gb & ruét
non, rifabutin. St dung dong thoi Hepcinat-LP véi rifapentin c6 thé lam giam nong do
ledipasvir va sofosbuvir kéo theo giam hi¢u qua diéu tri ciia Hepcinat-LP. Do d6, khong
khuyen cao dung dong thoi.

Thuée khdng HCV: Nong do ledipasvir, sofosbuvir va simeprevir ting 1&n khi dung ddng
thoi simeprevir v6i Hepeinat-LP. Do d6, khong khuyén céo ding dong thoi.

Thuéc khang HIV: Khong cén diéu chinh liéu ciia Hepcinat-LP v6i cac thudce khang HIV.
Thuéc irc ché HMG-CoA reductase: Chong chi dinh dung ddng thoi voi rosuvastatm vi
tang dang ké ndng do rosuvastatin dan dén ting nguy co cic bénh vé co ké ca tiéu

Tac dung khong mong mudn
Céc tac dung khong mong mudn dugc liét ké theo hé co quan va tan sudf. Tan/suat dLrorc
xéac dinh nhu sau: rat thuong gap (> 1/10), thuong gép (=1/100 va <1/10) 1t %ap (>1/1000
va <1/100), hiém gap (> 1/10000 va < 1/1000) va rat hiém gédp (<1/10000).
H¢ than kinh: ‘
Rét thuong gip: dau dau.
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Da va céu triic dudi da:
Thuong gédp: phat ban.
Réi loan théng thuong:
Rat thuong gip: mét moi.

Qua lidu va cach xir tri

Chua c6 thude giai doc dic hiéu cho trudng hop qua liéu HEPCINAT-LP. Néu qua lidu xay
ra, bénh nhan phai dugc theo doi dé loai trir ngd doc. Dieu tri qua [leu HEPCINAT-LP bao
gdm céc bién phap hd tro téng quat nhu theo ddi cic ddu hiéu sinh ton ciing nhu quan sat
tinh trang 1am sang cua bénh nhén. Tham phan méau khong cho két qua loai bo ledipasvir
dang ké vi ledipasvir gin chit v6i protein huyét tuong. C6 thé thim phan mau c¢6 thé hiéu
qua véi chét chuyén héa cta sofosbuvir, GS-331007, véi ti 1& loai bo 1én dén 53%.

Bao quan: Dudi 30°C. Trong bao bi kin. /

Han ding: 24 thang ké tir ngdy san xuét. J)/]
Luuy va kh uyen cdo

Khéng dimg thuéc khi da qud han sir dung.

Khong dimg nhitng vién thuéc c6 bat ky sw thay doi bat thwong nao vé mau sdc

Sén xuét dwdi sy nhwong quyén:
Gilead Sciences, Ai-len UC

San xuit béi:
NATCO PHARMA LIMITED, )
Kothur — 509 228, Mahaboobnagar District, Telangana, An B

Tiép thi béi:
MEGA LIFESCIENCES Public Company Limited, Thai Lan

Ngay xem xét sia doi, cdp nhdt lai néi dung heéng dan sie dung thuéc: ngay...thang.. nam..
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T hwéng din sir dung thudc cho bénh nhin

Rx- Thudc béan theo don

HEPCINAT - LP
Ledipasvir 90mg & Sofosbuvir 400mg

“Doc ky huong din sir dung truée khi diung”

“Pé xa tim tay tré em”

“Thong bgo ngay cho bdc sy hodc dwoc sy nhitng tic dung khong mong muén gip phii khi sir
dung thuoc”

“Thuéc nay chi ding theo don ciia bic sj”

Thanh phin, ham lwong O)'T
Moi vién nén bao phim chira:

Lo L SRR 90 mg -
Sofosbuvir..........cooeevinvinnnn. 400 mg

T4 duge: colloidal silicon dioxid, copovidon, croscarmellose natri, lactose monohydrat, magnesi
stearat, cellulose vi tinh thé, oxid sit vang, polyethylen glycol, polyvinyl alcohol, talc, xanh FD&C
s6 2 va titan dioxid.

Mo ta sin phim
Moi vién nén bao phim hinh bau duc, mau xanh 14 cay, mdt mat khac “SL”, mdt mit tron.

Qui cich déng goi
Lo 28 vién. Hop 1 lo.

Thudc dung cho bénh gi?
Chi dinh trong diéu tri viém gan C man (CHC) ¢ nguoi 16n tir 18 tudi trd 1én.

Nén dung thudc nay nhw thé nao va lidu lwgng?

Liéu st dung khuyén cao ctia Hepcinat - LP 1a mét (01) vién/lan/ngay, truéc hodic sau bira an.

Cach dung

Str dung bing dudng udng. '

Bénh nhén can duge huéng dan udng nguyén vién trude hoidc sau bita an. Do thudc ¢6 vi déng nén
can khuyén cdo vién nén bao phim khdng duoc nhai hodc nghién.

Khi nao khong nén dung thudc nay?
Khong duoc dung Hepcinat-LP & nhitng bénh nhan man cam véi bat ctr thanh phan nao cta thudc.
Khong nén ding Hepcinat-LP & tré em va tré vi thanh nién duéi 18 tudi.

Téc dung khong mong muén
Hau hét cac téc dung khong mong mudn thong thuong 1a mét méi, nhire dau.

Nén tranh dung nhirng thudc hodic thire phim gi khi dang sir dung thudc nay?/
Khong dung ddng thdi véi cac thude c6 chira sofosbuvir, mot thanh phan hoat
LP,

Nén trdnh dimg cdc thuéc sau ciing véi Hepcinat-LP

- Rifapentin

- Oxcarbazepin

- Simeprevir

- Tipranavir
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Str dung chung céc thudc nay c6 thé lam giam téc dung ctua Hepcinat-LP va l1am ting tic dung phu
ctia thude.

Théng bdo cho bdc si néu ban dang dimg cdc thuéc sau:

- Amiodaron

- Tenofovir disoproxil fumarat

- Digoxin

- Dabigatran G)'T

- Cé4c thudc nhom statin. =

Str dung Hepcinat-LP cliing v6i céc thude nay co thé 1am thudc khong dat hi¢u qua mong mudn

hoic ting tic dung phu ctia thubc. Béc si can ddi thudc khéc hodic didu chinh liéu cua thudce dang
dung.

Can lam gi khi mdt lan quén ding thuoc"

Néu quén 1 liéu nhung trong vong 18 tiéng tir thoi diém can udng, bénh nhan cén ubng thude sém
nhit c6 thé va sau d6 sir dung thuoc theo lich binh thuong.

Néu quén uong thube qua 18 tleng, bénh nhan can phai chdr dén 1an udn g thude tiép theo. Bénh nhan
khong dwoc udng thude véi liéu gap doi.

Cin bio quan thudc nay nhw thé nao?
Dud6i 30°C. Trong bao bi kin.

Nhirng du hiéu va triéu ching khi dung thudc qua liéu?

Khong quan sét thiy tic dung bét loi va cac phan tng phu & nhitng nguoi tinh nguyén khée manh
sir dung lidu ledipasvir 120mg 2 1in mdi ngay trong 10 ngay va sofosbuvir lidu duy nhét 1200mg.
Téc dong & lidu cao hon thi chwa dugc biét.

Cin phai lam gi khi diing thudc qué lidu khuyén cio?
Nén ngung dung thudce, b4do ngay cho bac s§ hodc dua ngay bénh nhan vao bénh vién.

Nhirng diéu cén thin trong khi diung thudc nay

Théng bdo cho bdc sT néu ban dang mdc phdi cdc van d@é sau:
- Bénh gan ngoai trir viém gan C, vi du:

+ Pang chd cdy ghép gan

+ Bi viém gan B

- Bénh than

- Pang diéu tri HIV

Hoi ¥ kién béc s§ true khi ding Hepcinat-LP néu ban dang dung amiodaron dé dicéu tri loan nhip.
Théng bdo cho bdc st néu ban gap cdc van dé sau trong qud trinh sir dung thude

- Hoi thd ngén

- Choang véng

- Panh tréng nguc
- Ngéit

Khi nao cin tham vén béc sy, dwoe sy
Néu ban cam thdy bat thuong khi dung thudc, nén lién lac v6i bac s§ cua ban.
Néu can thém thong tin xin héi Y kién bdc sy hodc duwoc sy X

Han dung cua thude
24 thang ké tir ngdy san xuat

Sin xuit dw6i sy nhwgng quyén:
Gilead Sciences, Ai-len UC
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https://nhathuocngocanh.com/

San xuat boi:
NATCO PHARMA LIMITED, )
Kothur — 509 228, Mahaboobnagar District, Telangana, An Do

B

-

Tiép thi béi:
MEGA LIFESCIENCES Public Company Limited, Thai Lan

Ngay xem xét sira doi, cdp nhat lai ndi dung hwong dan sic dung thubce: ngay... thang... nim...
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