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Ledipasvir/Sofosbuvir (Harvonie )

Chuyén khao thuéc quéc gia
Thang 11 nam 2014

Dich vy quan 1y 1¢i ich nha thudc VA, Ban tu vén y té,
Didu hanh DU gc si VISN va Van phong Y té Céng cong

Muc dich clia chuyén khdo thudc cda VA PBM Services 1a cung cdp danh giad thudc toan dién dé du a ra quyét dinh vé& danh myc thubc. Cap
nhat sé du gc thyc hién khi dif liéu 1lam sang mdi dam bdo thdo ludn b sung vé danh muc thudc. Tai liéu sé& du gc du a vao phén Luu trd

khi théng tin du gc coi 1a khéng con cép nhat.

Thong tin phé duyét cua FDA1l

Sy miéu ta/ Ledipasvir/sofosbuvir 1a sy két hgp 1liéu cé dinh cla hai loai thubc chbng vi rat tac dung

€3 ché hoat dong tryc tidp c6 cd ché tac dung khdc nhau. Ledipasvir 1a chdt Gc ché NS5A trong khi
sofosbuvir 1a chit dc ché NS5B polymerase tu o ng tu nucleotide.

(Cac) chi dinh du dgc xem xét trong Ledipasvir/sofosbuvir du gc chi dinh dé diéu tri nhiém viém gan C médn tinh kidu

tai liéu nay gen 1 & ngu &i 16n.

(Cac) dang bao ché Du di vién két hgp lidu cb dinh chta 90 mg ledipasvir va 400 mg sofosbuvir

On tap

REMS KHONG CO NHG

banh gid mang thai Mang thai loai B

Tém tat diéu hanhl

Hiéu qua + Ledipasvir/sofosbuvir d& du dgc dénh gi& trong ba nghién cliu nhan md, ngdu nhién Giai
doan 3 du gc thuc hién trén bénh nhan HCV kidu gen 1 méc bénh gan con bu cé hoac khéng
c6 xd gan. Trong hai thd nghiém, bénh nhan du gc chon ngiu nhién dé dung ledipasvir/
sofosbuvir c6 hodc khéng cé ribavirin trong 12 hodc 24 tudn. Trong thli nghiém khac,
bénh nhan du gc chon ngiu nhién aé dung ledipasvir/sofosbuvir cé hodac khéng cé ribavirin
trong 8 tudn hoac ledipasvir/sofosbuvir trong 12 tudn. Tiéu chi chinh vé& hiéu qua 1a
dap Ung virus bén ving (SVR) sau 12 tudn diéu tri. + Ledipasvir/sofosbuvir cé

hodc khong cé ribavirin dat du gc SVR trong khodng 94-

99%. SVR khong khac nhau & nhiing bénh nhan dung ledipasvir/sofosbuvir cé hodc khéng
c6é ribavirin.
Sy an toan « DU 1iéu an toan téng hgp cla ledipasvir/sofosbuvir cé sdn ti ba thd nghiém 1am sang Giai

doan 3. Cac phan dng phu thu dng gdp nhdt (>10%) 1a mét méi va dau dau.

Téc dong tiém tang + Ledipasvir/sofosbuvir 1a ché do didu tri khéng cé interferon du dc FDA chdp thuan danh
cho bénh nhan mic HCV Genotype 1 man tinh. Thubdc nay cé sin du 6i dang két hgp liéu cb

dinh cda ledipasvir/sofosbuvir du gc ding mét 14n mdi ngady trong 8, 12 hodc 24 tudn tuy

thudc vao dic diém bénh nhan.

Ly lich

Myc dich xem xét Muc dich cla viéc danh gid 13 danh gi& hiéu qud va dd an toan cua sy két hgp lidu cb dinh
gilfa ledipasvir/sofosbuvir.

Cac 1lya chon didu tri khac Cac 1ya chon thay thé trong cong Nhiing § kién khac

thic cho ché do didu tri khéng c6

interferon cho bénh nhan HCV Kiéu gen 1

Sofosbuvir céng véi simeprevir 2 vién mdi ngay mdét 1dn (tUc 1a khong phai san

pham két hgp lidu cb dinh)

Khong nén sd dung Simeprevir céng véi
sofosbuvir & nhiing bénh nhén da ting
that bai vé mat virus hoc v&i NS3-
Phac @b c6 chda chdt uc ché protease

4A (vi du boceprevir hodc telaprevir).

Phién ban cép nhat cé thé du dc tim théy tai www.pbm.va.gov
hodc_https://vaww.cmopnational.va.gov/cmop/PBM/default.aspx
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Sofosbuvir/Ledipasvir
Hiéu qud (Chi dinh du gc FDA chdp thuan)1-4

Tém tét tim kiém tai liéu
Tim kiém tai liéu du dc thyc hién trén PubMed/Medline (1966 dén thang 10 nim 2014) bdng thuat ngl tim kiém ledipasvir va Harvoni. Viéc tim
kiém chi gidi han & cac nghién clu du gc thyc hién trén ngu &i va du gc xudt ban bing tiéng Anh. Cac thd nghiém 1am sang giai doan 3 quan trong

du gc cong bd trén cac tap chi du gc binh duyét ciling du gc du a vao.

banh gia hiéu qua

Su chép thuan cla FDA déi véi ledipasvir/sofosbuvir dua trén ba thd nghiém nhan mé&, ngéu nhién Giai doan 3 (ION-1, ION-2 va ION-3).1 Cac thd
nghiém ION da& danh gid bénh nhan HCV kiéu gen 1 mic bénh gan con bu c6 va khong bi xd gan trong thdi gian didu tri 8, 12 hoic 24 tudn.

Tiéu chi chinh vé hiéu quad 1a ddp Ung virus bén ving (SVR) sau 12 tudn dilu tri Tiéu chi phy 1a tai phat (tlc 1a HCV RNA > gidi han dinh 1u gng
du 8i (LLOQ) vdi 2 gid tri lién tiép hoac 1an do cudi cung sau didu tri c6 sén trong thdi gian sau didu tri thoi gian sau khi dat du gc HCV RNA

<LLOQ khi két thic diéu tri). Tham khao Bang 1 dé biét SVR theo dif liéu du gc cung cap trong théng tin ké ddn.1
Vi SVR khéng khac nhau & nhiing bénh nhan dung ledipasvir/sofosbuvir cé hodc khéng cé ribavirin nén FDA d& khdng bdo cdo céac phac ad co

ribavirin trong théng tin ké do n. Vi vay, xin ldu y rang két qua tu tit cad cac nhanh ngau nhién khéng du gc du a vao thong tin ké dd n. Tham

khado Bang 2 dé biét SVR trong tét c& cac nhanh ngiu nhién du ¢c céng bé trong tai liéu vé ION-1, ION-2 va ION-3.2-4

Bang 1. Tém t&t cac thi nghiém 1am sang giai doan 3 hd trg chi dinh cla FDAa

Phac do dan sé hghién clu ION-1 Bénh nhan HCV Genotype 1 chu a tiing didu tri c6|hodc LDV/SOF SVR12
trong 12 tudn mp khong bi xd gan Cac bénh nhan HCV Genotype 1 da tiing diéu tri|cé hodc khéng c6 xd gan 210/213 (99%)
khéng gap phai SVR
ION-2 sau khi dung peginterferon/ribavirin cé hodc khéng c6 LDV/SOF trong 12 tun 102/109 (94%)
LDV/SOF trong 24 tudn 108/109 (99%)
Thubc dc ché protease HCV
ION-3 Bénh nhan HCV Genotype 1 chu a du gc didu tri khéng LDV/SOF trong 8 tuan 202/215 (94%)

bi xd gan

LDV/SOF trong 12 tudn 208/216 (96%) aSé

liéu bado cdo theo théng tin ké dd nl ; gid tri p cling nhu khodng tin cdy 95% khong du gc bado cdo; LDV/SOF: ledipasvir/

sofosbuvir

Bang 2. Tém t&t cac thi nghiém 18m sang giai doan 3 du dc bdo cdo trong tai liéu da xudt ban2-4

Phac db dap sé nghién ctu ION-1 Kidu gen HCV 1 chu a ting didu tri LDV/ SVR12 KTC 95%
SOF trong 12 tudn bénh nhan cé hoic khong c6 xd gan LDV/SOF coéng véi ribavirin trong 211/214 (99%) (96 dén 100)
12 tudn LDV/SOF trong 24 tudn LDV/SOF céng véi |ribavirin trong 24 tudn 211/217 (97%) (94 dén 99)
212/217 (98%) (95 dén 99)
215/217 (99%) (97 dén 100)
ION-2 HCV ¢a ting diéu tri LDV/SOF trong 12 tudn LDV/ 102/109 (94%) (87 dén 97)
Bénh nhan c6 kiéu gen 1 c6 hodc khong cé SOF cdng ribavirin trong 12 tudn LDV/SOF 107/111 (96%) (91 dén 99)
xd gan nhu ng chu a ting trdi qua trong 24 tuan LDV/SOF 108/109 (99%) (95 dén 100)
SVR sau peginterferon/ribavirin cé hoac cdng ribavirin trong 24 tuan 110/111 (99%) (95 dén 100)

khéng cé chdt UGc ché protease HCV

ION-3 Bénh|nhan c6 kiéu gen HCV 1 chu a du gc diéu LDV/SOF trong 8 tuan 202/215 (94%) (90 dén 97)
tri va khéng bi xd gan LDV/SOF c6ng véi ribavirin trong 8 tuan 201/216 (93%) (89 dén 96)
LDV/SOF trong 12 tuan 206/216 (95%) (92 dén 98)

Cht 1u gng béng chiing téng thé: Cao (Tham khdo Phy luc A; 1uu y ca ba thd nghiém 1am sang quan trong do Gilead tai trg);
LDV/SOF: ledipasvir/sofosbuvir

ION-1: Bénh nhan HCV Genotype 1 chu a du dc diéu tri cé hodc khéng cé xd ganil

- Chon ngdu nhién theo ty 1& 1:1:1:1 d& nhéan ledipasvir/sofosbuvir trong 12 tudn, ledipasvir/sofosbuvir cong véi ribavirin trong 12 tudn

tudn, ledipasvir/sofosbuvir trong 24 tuin, hodc ledipasvir/sofosbuvir céng vdi ribavirin trong 24 tudn.

Phién ban cap nhat c6 thé du gc tim thdy tai www.pbm.va.gov 2
hodc https://vaww.cmopnational.va.qgov/cmop/PBM/default.aspx
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- Nhan khdu hoc bao gdm @6 tudi trung binh 54 tudi (khoang: 18 dén 8@); 59% nam gidi; 85% da tring, 12% da den, 12% gbc Tay Ban Nha;
79% HCV RNA ban diu > 800.000 IU/mL; 67% Kidu gen la; 70% alen IL28B khdéng C/C (CT hoac TT); va 16% bi xd gan.

SVR12
ledipasvir/sofosbuvir trong
12 tuan
Téng thé 210/213 (99%)
kidu gen

Kiéu gen la 142/145 (98%)

67/67 (100%)

Kiéu gen 1b

X3 gan

Khéng cé

Vi

176/177 (99%)
32/34 (94%)
Gia tri P khong du gc cung cdp trong théng tin ké do n

ION-2: Bénh nhan HCV Genotype 1 d tiing didu tri c6 hodc khéng c6 xd gan nhu ng khong gip phdi SVR sau khi ding peginterferon/

ribavirin cé hodc khdéng cé chit Gic_ché HCV proteasel

- Chon ngdu nhién theo ty 1& 1:1:1:1 dé nhan ledipasvir/sofosbuvir trong 12 tudn, ledipasvir/sofosbuvir céng véi ribavirin trong 12 tudn
tudn, ledipasvir/sofosbuvir trong 24 tudn, hodc ledipasvir/sofosbuvir céng véi ribavirin trong 24 tudn.
Phan loai theo xd gan (cé hoac khéng), kidu gen HCV (la so v&i 1b) va dap ung véi 1liéu phap diéu tri HCV tru dc do
(tadi phat/dot pha so vdi khéng dap Ung)

- Nhan khau hoc bao gém do tubi trung binh 57 tubi (khoang: 24 dén 75); 65% nam gidi; 81% da tréng, 18% da den, 9% géc Tay Ban Nha; 89% HCV
RNA ban dau > 800.000 IU/mL; 79% kidu gen la; 88% alen IL28B khéng C/C (CT hodc TT); va 20% bi xd gan. Trong sb nhiing dbi tu dng
that bai véi liéu phap didu tri tru 8c d6, 47% thét bai voi phac d6 diéu tri béng peginterferon/ribavirin trong khi 53% that bai véi

phac dd c6 chifa chit Gc ché protease.

SVR 1ltc 12 tudn

Nhém con ledipasvir/sofosbuvir 12 ledipasvir/sofosbuvir 24
week regimen 102/109 week regimen 108/109

Téng thé (94%) (99%)

kidu gen

Kiéu gen la 82/86 (95%) 84/85 (99%)

Kidu gen 1b 20/23 (87%) 24/24 (100%)
Xd gan
Khéng co 83/87 (95%) 85/86 (99%)
vei 19/22 (86%) 22/22 (100%)
Pidu tri HCV tru dc do
PEG/b3 40/43 (93%) 58/58 (100%)
PI c6 PEG/su &n 62/66 (94%) 49/50 (98%)

Pap Ung véi didu tri tru dc do

Tai phat/dot pha 57/6@ (95%)

60/60 (100%)

Ngu 8i khong phan hdi 45/49 (92%)

48/49 (98%)

Gia tri P khéng du gc cung clp trong théng tin ké dg n

ION-3 Bénh nhan cé kibu gen HCV 1 chu a du dc_didu tri va khong bi xd_ganl

- Chon ngiu nhién theo ty 1& 1:1:1 aé nhan ledipasvir/sofosbuvir trong 8 tuan, ledipasvir/sofosbuvir cdéng véi ribavirin trong 8 tudn
tudn, hodc ledipasvir/sofosbuvir trong 12 tudn.
Phén loai theo kiéu gen HCV (la so vd&i 1b)

- Nhan khdu hoc bao gdm @ tudi trung binh 55 tudi (khoang: 20 dén 75); 58% nam gidi; 78% da tring, 19% da den, 6% gbc Tay Ban Nha;
81% HCV RNA ban diu > 800.000 IU/mL; 80% kidu gen la; va 73% alen IL28B khéng C/C (CT hodc TT)

- Cong ty du dc tién hanh phan tich b sung dé xac dinh tac doéng cda HCV RNA cd ban 1én SVR; dua trén nhiing dif 1iéu nay, chi dinh
du gc FDA chdp thuan néu rd rdng 8 tudn dung ledipasvir/sofosbuvir cé thé du gc xem xét & nhiing bénh nhan chu a ting didu tri ma

khéng bi xd gan vdi HCV RNA ban dau <6 triéu IU/mL.

Phién ban cap nhat cé thé du dgc tim théy_lai_mmm_phm_na_gov
bojc https://vaws coopnational va gov/emop/PRM/defailt aspy
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SVR 1dGc 12 tuan

Nhém con ledipasvir/sofosbuvir 8 ledipasvir/sofosbuvir
week regimen 12 week regimen
téng thé 202/215 (94%) 208/216 (96%)
kidu gen
Kiéu gen la 159/171 (93%) 165/172 (96%)
Kiéu gen 1b 42/43 (98%) 43/44 (98%)

RNA HCV co ban

HCV RNA <6 triéu IU/mL 119/123 (97%) 126/131 (96%)

Ty 1é tai phat

RNA HCV co ban

HCV RNA <6 trigu IU/mL 2/123 (2%) 2/131 (2%)

HCV RNA 26 triéu IU/mL 9/92 (10%) 1/85 (1%)

aSy khac biét vé& SVR giffa cac dbi tu gng dung ledipasvir/sofosbuvir trong 8 tudn va ding ledipasvir/sofosbuvir trong 12 tudn 1a -2,3%
(KTC 97,5% -7,2% dén 2,5%).

Tém tét hiéu qud -

Ledipasvir/sofosbuvir cé hodc khong cé ribavirin dat du gc SVR trong khodng 94-99%. SVR khéng khac nhau & nhiing bénh nhan dung

ledipasvir/sofosbuvir c6 hodc khéng cé ribavirin; do dé, chi dinh cia FDA khong cé ribavirin.

Tiém nang st dung ngoai nhan

Phan nay khdng nham muc dich quang cdo bit ky viéc sd dung ngoai nhan ndo. Viéc s dung ngoadi nhan phdi dya trén bing ching. Xem VA
PBM-MAP va Hu éng din ké don “ngoai nhdn” cda Trung tam An toan Thuéc (chi c6 trén trang mang ndéi bd VA PBM). - Bénh nhéan

c6 kidu gen HCV 3, 4, 5 hoic 6

An toan (dé biét thém théng tin chi tiét, hady tham khdo t& hu éng din sd dung géi san phdm)1,5

Binh luan
Canh bao déng hop * Khodng c6
Chéng chi dinh + Khéng c6
Canh b&o/Than trong + S0 dung ledipasvir/sofosbuvir vdi thudc cam ung P-gp (vi du, rifampin hodc St. John's

wort) khong du gc khuyén khich.

+ Khéng nén s dung ledipasvir/sofosbuvir véi céac san phém khac cé chda sofosbuvir.

Can nhic an toan
Danh gid do an toan cla ledipasvir/sofosbuvir dua trén dif 1liéu téng hgp tuU ba thd nghiém 1am sang Giai doan 3 trén
cac @i tu gng méc bénh viém gan C man tinh kiéu gen 1 kém bénh gan con bu (cé va khéng cé xd gan) bao gdm 215, 539 va 326

d6i tu gng da dung ledipasvir/sofosbuvir trong thdi gian diéu tri. 1dn lu gt 1a 8, 12 va 24 tudn.

Phan Ung trai ngu dc

Phan (ng phu thu dng gap Ty 1& mdc >10%: mét méi va dau dau
Td vong/Phadn (ng bdt 1gi nghiém trong Khong cé tru dng hgp tl vong ndo xdy ra trong cac thd nghiém & Giai doan 2 va 3 du gc coi 1a lién quan dén

nghién cu didu tri cCa diéu tra vién. Trong dan sb an toan & giai doan 3 gop,
2,6% (51/1952 dbi tu gng) bénh nhan néi chung da gip phai tac dung phu nghiém trong
(SAE). Ty 1é& SAE du gc diéu tra vién coi 1a lién quan dén thubc nghién ciu

13 <1% (5 dbi tu gng) va nhu sau: nhuc ddu, viém voi tring, huyét khéi tinh mach
mac treo va Uc ché yéu t6 VIII va thiéu mdu.

Ngung thubc do phan dng bat 1gi 0%, <1% va 1% dbéi vdi cac déi tu ong dung ledipasvir/sofosbuvir trong 8, 12 va 24
tudn tu o ng Ung.

Phong thi nghiém b&t thu dng Tang bilirubin: Tang bilirubin 16n hd n 1,5xULN du gc quan sat thdy & 3%, <1%
va 2% dbi tu gng du dc didu tri bing ledipasvir/sofosbuvir trong 8, 12 va 24 tuan
tu dng Ung.
Tang lipase: Tang lipase thodng qua, khéng cé triéu chidng 16n hd n 3xULN du dc quan
sat thdy & <1%, 2% va 3% dbéi tu gng du dc didu tri bang ledipasvir/
sofosbuvir trong 8, 12 va 24 tudn tu d ng ung.
Creatine Kinase: Creatine kinase khong du gc danh giad trong cac thd nghiém Giai doan 3 cua

Phién ban cdp nhat cé thé du dc tim théy tai www.pbm.va.gov 4
hodc https://vaww.cmopnational.va.qgov/cmop/PBM/default.aspx
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ledipasvir/sofosbuvir. Sy tang creatine kinase don doc, khong c6 triéu ching (Cép dd 3 hodc
4) da du dgc bdo céo tru dc day & nhing déi tu gng du dc didu tri bang sofosbuvir két hgp

v8i ribavirin hoac peginterferon/ribavirin trong céac thd nghiém 1am sang khac.

TU o ng tac thubc-thudcl

+ Tham khdo thong tin k& dd n tru dc khi sd dung phac dd ledipasvir/sofosbuvir ¢ biét cac tu & ng tac thubc c6 thé xay ra. « Ca

ledipasvir va sofosbuvir déu 1a cd chat cda chit van chuyén thubc P-gp va protein khang ung thu va
(BCRP); cac thubc gay cam Ung P-gp manh trong rudt (vi du rifampin, St. John's wort) cé thé 1am gidm dang Kké ndng d6 sofosbuvir
va ledipasvir trong huyét tu o ng. Ledipasvir 1a chdt dc ché chdt van chuyén thubc P-gp va BCRP va c6 thé lam ting sy hap thu &
rudt cac chit nén dung chung cho cac cht van chuyén nay. + Ledipasvir/sofosbuvir KHONG nén diing cing véi rifampin,

rifabutin, rifapentine, St. John's wort, carbamazepine, phenytoin, phenobarbital, oxcarbazepine, elvitegraver/cobicistat/

emtricitabine/tenofovir, tipranavir/ritonavir, simeprevir hodc rosuvastatin.

+ Cac tu dng tac thubc dang ké khac c6 thé bao gom:

o Ledipasvir/sofosbuvir cé thé lam ting ndng do digoxin khi dung chung; Khuyén cdo theo déi didu tri digoxin.

o Ledipsavir/sofosbuvir cé thé 1am tang ndng do tenofovir khi dung chung véi mot sé phac dd khang vi-rut. DU ¢i day 1a nhing
khuyén nghi tu thong tin ké dd n:
Efavirenz/Emtricitabine/tenofovir: theo doi cac tac dung phy 1lién quan dén tenofovir
Phac @b c6 chda tenofovir va thudc dc ché protease HIV/ritonavir: Xem xét 1liéu phap didu tri HCV hoic khang

vi-rut thay thé. Néu can ding ddng thdi, hay theo déi cac tac dung phu 1ién quan dén tenofovir.

- PO hoa tan cla Ledipasvir giam khi pH tang; do d6, cac thubc 1am tang pH da day du gc cho 1a c6 tac dung
gidm ndng d6 cla ledipasvir.
o Thubc khang axit va thudc ledipasvir/sofosbuvir cach nhau 4 gig.
o Thubc d@bi khang thy thé H2 c6 thé du gc dung déng thdi hodc cach nhau 12 gid.
ledipasvir/sofosbuvir véi 1idu khéng vu gt qué liéu tu d ng du d ng véi famotidine 4@mg hai 1dn mdi ngay
o C6 thé dung 1iéu thubc Gc ché bdm proton tu d ng du d ng vdi omeprazole 20mg hodc thdp hd n véi ledipasvir/

sofosbuvir trong tinh trang do6i.

Panh gid rii ro

Tinh dén thang 10 nam 2014 Binh luan

Li khuyén vé sy kién Sentinel + Khéng cé

Tieém nang 16i trong gidng/am thanh . Dya trén danh gia 1am sang va danh gid théng tin LASA tU ba ngudn dif 1iéu (Lexi-Comp,
giéng nhau First Databank va ISMP Confused Drug

Danh sach tén):

Tén thudc NME Lexi- Dau tién DPanh gia |lam sang ISMP
Comp DI 1iéu ngéan hang
) . ) Khong c6 Khong co6 Khong c6 fLopinavir
Ledipasvir/Sofosbuvir
Lopinavir/Ritonavir
90mg, 400mg tab Levemir

Sofosbuvir (don chét)

Khéng cé Khéng cé Khéng cé Havrix
thu hoach
Sovaldi

Nhiing y kién khac

- Khéng cé

Phién ban cdp nhat cé thé du gc tim thAy tai www phm va gov
hojc https://vaww cmopnational va gov/cmop/PRM/defanlt aspx
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Lidu 1u gng va Céach dungl
Ledipasvir/sofosbuvir 13 sy két hgp liéu cé dinh: Mot

vién (90mg ledipasvir va 40@mg sofosbuvir) uéng mot 1in mdi ngay, cé hodc khong cé thic an.

Thoi gian diéu tri dua trén dic diém cda bénh nhan du gc md tad trong Bang du 6i day.

Dan s bao gém HCV do n nhiém hoic Tong thoi gian diéu tri
pdng nhi&m HCV/HIV-1

Kiéu gen HCV 1

Chu a ting didu tri ma khong bi xd gan

HCV RNA tru dc didu tri <6 triéu IU/mL 12 tudn*
HCV RNA tru 8c didu tri »6 triéu IU/mL 12 tudn
Chu a ting diéu tri bénh xd gan 12 tudn
€6 kinh nghiém didu tri ma khong bi xd gan 12 tudn
24 tudn

Kinh nghiém didu tri bénh xd gan

**8 tudn dildu tri c6 thé du gc can nhdc & nhiing bénh nhan chu a ting didu tri va khéng
bi xd gan cé HCV RNA tru dc didu tri <6 triéu IU/mL.

Nhém dac biét (Ngu di 1dn)1

Binh luan

Ngu §i gia + Thi nghiém 1am sang cla ledipasvir/sofosbuvir bao gdm 117 déi tu gng tu 65 tudi
trd 1én. Khéng c6 sy khac biét tdng thé nao vé do an toan hosc hiéu qua
du gc quan sat.

Thai ky * Loai B khi mang thai

cho con bu : Ngu &i ta khéng biét liéu ledipasvir/sofosbuvir va cac chit chuyén
hoéa clia n6é cé trong sifa me hay khéng. Theo PI, 1¢i ich vé sdc khoe
va su phat trién cla viéc nudéi con béng sifa me nén du gc xem xét cung
véi nhu cdu 1am sang clda ngu 8i me va nhiing tac dung phu tiém 4n
db6i vdi tré do thubc hodc tinh trang

Suy than tidm 3n cla ngu i me. + Khéng can didu chinh 1idu cho bénh nhan dang ding
ledipasvir/sofosbuvir bi suy than nhe hodc trung binh; ledipasvir/
sofosbuvir chu a du gc nghién clu & bénh nhan suy than nang (<3@mL/phut),
bénh than giai doan cudi hoic dang chay than nhan tao. Chit
chuyén héa chinh clia sofosbuvir du gc bai tiét qua than va sé& tich liy & nhiing

ngu di c6 eGFR <30 mL/phdt. + Khong cin didu chinh 1iéu & bénh

Suy gan nhén suy gan nhe, trung binh hodc nang. * Khong xac dinh du gc di liéu trong

théng tin ké don.

DU gc dong hoc/genomics

Vi tri dy kién trong tri liéu

+ Bao céo Dang ky HCV cda Van phong Y té Cong cong VHA chi ra rdng c6 174.302 Cyu chién binh méc HCV
nhiém virus trong mau trong chdm séc VHA nam 2013. Cu thé hon, c6 89.703 Cyu chién binh nhidm virus do n nhidm HCV Kidu gen 1
va 3.465 Cyu chién binh ddng nhi&m HCV Kidu gen 1-HIV trong cham séc VHA nam 2013.6-8

+ Ledipasvir/sofosbuvir 1a mt trong hai phac dd khéng cé interferon du dgc sif dung dé didu tri bénh nhan HCV Genotype 1 (thudc
con lai 13 simeprevir va sofosbuvir). Ledipasvir/sofosbuvir cé sin du 6i dang két hgp 1iéu cb dinh thuan tién. Phac d& liéu
1u gng 14 mdt vién mét 1an mdi ngay cé hodc khéng cé thic an trong thdi gian diéu tri 8, 12 hodc 24 tudn tiy thudc vao
dic diém cda bénh nhan.

+ Ledipasvir/sofosbuvir dat du gc SVR trong khodng 94-99% trong cac thd nghiém 1lam sang Giai doan 3 du gc thuc hién & nhiing
bénh nhan HCV chu a ting diéu tri va da ting diéu tri mic bénh gan con bu cé hodc khdng c6 xd gan [Chdt 1u gng chung
cla bing ching: Cao (Tham khdo Phu luc) A; 1uu y ca ba thi nghiém 14m sang quan trong do Gilead tai trg]. Cac
phan (ng bt 1¢gi thu dng gip nhat (>10%) 1a mét méi va dau dau.

Phién ban cap nhat cé thé du gc tim thAy tai www phm va gov
hojc https://vaww cmopnational va gov/cmop/PRM/defanlt aspx
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+ Ledipasvir/sofosbuvir cé it tu d ng tac thubc hd n so véi cac phac dd khang virus tac dung truc tiép khac; do do, co thé du gc su dung ddng
thdi mét cach an toan véi nhidu loai thubc khang retrovirus va thudc dc ché mi&n dich. Tuy nhién, KHONG nén ding dong thdi mot sé
thudc nhdt dinh bao gdm rifampin, St. John's wort, carbamazepine, phenytoin, phenobarbital hodc rosuvastatin. Ngoai ra, thubc
khang axit, thubc déi khang thy thé H2 va thudc dc ché bom proton c6 thé 1am gidm sy hip thu cGa ledipasvir; do d6, cin can nhic

1idu 1u gng va/hodc thoi diém dung thubc két hgp véi ledipasvir/sofosbuvir.

Ngu 8i gidi thiéu

1. Harvestoni [td kém géi hang]l. Gilead Sciences, Inc., Thanh phd Foster, CA; Thang 1@ nim 2014.
http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm?fuseaction=Search.DrugDetails Truy cap ngay 1@ thang 1@ nam
2014.

2. Afdhal N, Zeuzem S, Kwo P, va c6ng su. Ledipasvir va sofosbuvir trong diéu tri nhidm HCV kiéu gen 1 khdéng du gc diéu tri. N Engl J
Med. 2014;370:1889-98. (ION1)

3. Afdhal N, Reddy KR, Nelson DR, va nhiing ngu di khadc. Ledipasvir va sofosbuvir déi véi nhiém HCV kiéu gen 1 da du gc diéu
tri tru dc d6. N Engl J Med. 2014;370:1483-93.

4. Kowdley KV, Gordon SC, Reddy KR va nhiing ngu di khac. Ledipasvir va sofosbuvir trong 8 hodc 12 tudn ddi vdi bénh HCV man tinh khéng cé
xd gan. N Engl J Med. 2014;370:1879-88.

5. Ledipasvir/sofosbuvir. Thudc@FDA.
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/2058340rigls0@@MedR.pdf 6. Van phong Y té

Cdéng cdng Tinh trang Nhiém Viém gan C cla Bénh nhan Ping ky Viém gan C 2013
http://vaww.hepatitis.va.gov/data-reports/ccr2013/Demo-HCV3PopInCare-Janl4-HCV-2013-All.asp 7. Tinh trang pidu tri

Tru dc va Tinh trang X3 gan/ALD (FIB-4) cla Van phong Y té Céng cong vé kiéu gen dd n nhiém HCV
1 Cyu chién binh tham gia VHA Care: 2013
http://vaww.hepatitis.va.gov/data-reports/ccr2013/DAA-EligibleFIB4CurInCare-Jan14-HCVVirMonoGT1-2013-
T4t ca.asp

8. Van phong Y té Cong cong Tinh trang didu tri tru dc va tinh trang xd gan/ALD (FIB-4) Tinh trang dong nhi&m HCV/HIV
Kidu gen 1 Cyu chién binh trong chu @ ng trinh
Cham séc VHA: 2013 http://vaww.hepatitis.va.gov/data-reports/ccr2013/DAA-EligibleFIB4CurInCare-Jan14-CI-HIVPARV-

HCVVirGT1-2013-A11.asp Chudn

bi: Melinda Neuhauser, PharmD, MPH va Pam Belperio, PharmD, thang 11 nam 2014 Ngu di lién hé: Melinda

Neuhauser, PharmD, MPH, PBM Services
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Phu luc A: Xép hang cac chi dinh béng chiing vé

chat 1u gng Chdt 1u gng cla

chi dinh bdng ching M6 ta Bing chling cao bao gdm cac két

quad nh&t quan tif cdc nghién clu du gc thiét ké tét, tién hanh tét trong cac quan thé dai dién danh giad tryc tiép tac dong
1én két qud stc khde (2 thd nghiém ngdu nhién c6 déi chung nhit quan, chit
1u gng cao hd n hodc nhidu thd nghiém ngéu nhién cé chat 1lu gng cao han). ,
cac nghién cdu quan sat nhit quan khong c6 sai sot dang Ké vé phu ¢ ng phéap nao

cho thdy hiéu qua 16n).

Vifa phai C6 du bang chdng dé xac dinh tac dong 1én két qua sdc khde, nhu ng sé 1u gng, chdt 1u gng, quy md hodc tinh
nhdt quan cla cac nghién clu du gc du a vao; khad nang khai quat hoa dé thyc hanh thu dng xuyén; hodc ban
chdt gian tiép cda bang ching vé két qua stc khoé (1 thd nghiém chdt 1u gng cao hd n vdi > 100

ngu &i tham gia; 2 thd nghiém chdt 1u gng cao hd n véi mot sb diém khong nhét

quan; 2 thd nghiém nh&t quan, chit 1u gng thdp ho n; hodc nhiéu

nghién cliu quan sat nhdt quan, khéng c6 sai sot dang ké vé phu d ng phap nao

cho thdy & tac dong it vifa phdi nh&t) han ché sdc manh cla bdng chdng.

Thép Bdng chdng khong di dé danh gia tac dong 1én két qud sdc khde vi sé 1u gng
hodc stic manh clia nghién ctiu han ché, sy khong nhét quan 16n va khéng
gidi thich du gc gilla cac nghién ciiu chit 1u gng cao hd n, sai sét quan trong trong thiét ké hoic tién
hanh nghién cdu, 18 héng trong chudi bing chiing

hodc thiéu théng tin quan trong vé& sdc khée két qua.

Vui long tham khdo Qaseem A, et al. Sy phat trién cac hu gng dan thyc hanh 1am sang va cac tuyén bb hu ¢ng dan cda Tru dng Cao déng Bac si Hoa Ky: Tém
tdt cac Phu d ng phap. Ann Intern Med 2010;153:194-199.

Phién ban cap nhat c6 thé du gc tim théy tai wwy.pbm.va.gov hodc https://
vaww. cmopnational.va.gov/cmop/PBM/default . asp
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