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NafAMAURS GRM/

Rx Thuoe miy el dimg theo don thuae

USIPO 50

Vien nén bao phim

D xa tim tay ree eim.
Doe ks hrdmg din sivdyng trwde khi ding,
THANH PHAN CONG THUC THUOC
- Thanh phin duge chiit: Sacubitril 97.2 mg, valsartan 1028 mg (et dang phire
Iwp sacieite .Flwf«r-nm sarei hydriat).
- Théanh phin ti dwees Cellulose vitinh the, L-HPC, crospovidon, silic dioxyd kea
khan, tale, magnesi stearat, HPMC, PEG, titan dioxvd. oxyd sitdo.
DANG BAO CHE
- Viénnén bao phim
- Mdua: Vién nén hinh oval, bao phmlmauhung_ haimiat lai,
CHIDINI
- USIPO dioe chi dinh trong didu tri suy tim man tinh o6 (ridu chimg vén gidm phin
suilt tdng miu_
LIEUDUNG, CACH DUNG
Lidu dl‘lng
- Lidukhai diu khuyén cio 12 | vién LJSIPO 100 % 2 lan/ngdy, ngogai trir odc trudmg
iwpdlrm dé cap duoi dily. Nén ting gap d6i lidwsau 2 - $twin cho dén lidw mue tieu |3
Iy icl! USIPO200x 2 I:mhu,.j}.luk theo dung nap cuabgnhnhan,
- Néu bénhnhin gap phai cdc van dé vé khi ning dung nap ﬁhu\el dp tim thu [SBP|
< 5 mmHg, gidm huyét 4p ed tricu chimg, tang kali huyét, roi loan chire nang thini.
nén dicu chinh ciic thude ding ddng then. tam thi giam idu Iw{lnngmu_.dun;, Usipo.
- Trong Iihhlﬂl e PARADIGM-HF, sacubitril/valsartan dupe ding clng vai ¢le
ligu phap digu trj suy tim khde, thay thé cho thude ire che men cllu}en (ACEi) hoje
thude chen thu thé sngitorensin 11 {ARB). Kinh nghiém cdn han che trén :1|||m1, hénh
nhiin hign khong diing ACEI hofic ARB hofie ding lieu thap cle thuoe niy. Vi viy nén
khiri Qv licu | vién USIPO 30 x 2 lin/ngdy va tang lidu cham (gapddi licusau3 -4
tudn) ¢ nhimg bénh nhintrén.
- Khéng nén bt ¢iu diéu tr o nhimg bénh nhin c6 nang a6 kali trong huyét thanh =
5.4 mimal/l hode SBP < 100 mmHg, Nén wem xét hit diu vei Hiéu 1 vien L SIPO 50 2
Tin/nudy chocde bénh nhincd SBP= 100 dén | 10 mmHg.
- }\_lmub nén dimg dong thii USIPO vai ACE: hodc ARB. Do nguy co phit mach
tigm dn khi s dung chung véi ACEL khing duoe ding USIPO trong it nhit 36 giir sau
Kkhi ngumg eimg ACEL

Nguror can tuiil
- Liéudimng phai phis hap vii chire ndng thin o bénh ahin cao tudi,

Suy than
- Khing can diéu chimh liéu o bénh nhin suy t]l.m nhe (d§ loe cau thin roe tinh
[c(.;i R] 60 - 90 ml/phat/l 73 m’). Nén xem xé dunhhcu fehéri dau | vién USIPO50x 2
liningdy & nhimg bénh nhin suy thin trung binh (eGFR 30— 60 ml/phat/1,73 w . Vi
dir lidu lim shng cdn han che ¢ nhimg bénh abin suy thin g (eGFR < 30
mll’phul!l 73 w’), nén thin trong khi ding USIPO va bit it voi licu l;_hn)en cdo |
vién USIPO 50x2 lanfngay. Khang ¢é kinh nghidm trén bénh nhin suy thin piai doan
cudi vi khéng khuyén cdo diing USIPO & nhimg sbénhnhdn nily.

Sy gan |
- Khang edn didu chinh lidy khi ding USIPO & niumL_ bénh nhin suy gan nhe (phin
loai Child-Pugh A). Di¥ liéu 13m shng conhan chéd nhimg bénh nhin suy gan muce do
trung binh (phin loai Child-Pugh B) hofc ¢6 gid tri AST/ALT cao hon hai |ﬁ113,i61' han
trén gid try binh thuemge, Neén thiin trong khi ding USIPO 6 nhimg bénh nhin nay vit bt
ddu v liéukhuyén cho | vign USIPO 505 2 lein/ngay. Ching chi dinh dang USIPO o
nhimg bénh nhin say gan nghifn trong, xo gan mil hodc &mat (phin loai Child-Pugh
o).

Benh mhi
- Tinhantodn va hidu qua cua USIPO atre em vi thanh thie Sumilnduo 18 wai chia
Aure thiet Bip. Khang cd sin dit lidu,
Chchdang
- Céohé udng USIPO cling hofie khing cting vei thie din. Nudt nguyén vién vai mit
Iy mrére.
- Newmat lan quen ding thude, iy ding liéu ke tiép vio thi diem nh ke hcmch
Khing uc:njn liu witp ddi de b cho lidudi quén. Khing nén chianhd hodic nghlen nat
vién thuoe.
- Khong o yéucaudie bigt vé xur v thuoc sau khi ding,
CHONG CHIDINH
- Bénhnhin man cam véi hoatehat hodie véi bat ky llﬂnhplwn niio i 1thude,
- Dunb dong thin vl { ACEL USIPO khdng duge ding cho den 3hp L.m sau khi niumg
dicu e bing ACE,
- Tién sir phil mach 4 Biét 1ién quan dén viée didu 1n bing ACEI hodc ARB truge
diiy.
- Phimzch di truyén hode vé can,
- Sirdung dong thin voi cde thude chira aliskiven & bénh nhin ddi thdo duimg hode
bénh nhdn suy thin (¢GFR <60
ml/phiit'],73 m’).
- Suy gannghiém trong, Xo gan mdt hodc il
. H“h.’nugun\uwm tharky

CANH BAO VATHAN TRONG KT DUNG T HUOC

Luc ché I\{'p lu: renin iotensin-aldosteron (R;\ AS)
- Phat hep i sae wluml.l’\ alsartan véi ACE bi chong chi dinh do sir gia tang nguy
co phit mach. I-.hung duoe han dau ding sacubitril/v ajsartan cho dén 36 gio sau khi
ding lidu cuoi cdng cua ACEL, Néu ngumg diéu i voi sacubitril/vaisaran, ACE}
khnnk duoc bat ddu cho dén 36 gi sau khi dung lidu cudi cing cip
sacubitnl/valsanan,
+ Khong khuyén cdo két hop gifra sacubirril/valsartan vai thude e ché true tiep
renin nhy aliskiren. Ching chi dinh két hop sacubitrilivalsartan vai cac thude chira
aliskiren & bénh nhiin dii thio duimg hofic bénh nhin suy than (eGFR < 60
mi/phiv1, 73 m).
- USIPQ chir valsartan, vi viiy khng nén ding chung vii cdc thude chia ARB
khic.

Hahuy ttdp
- Khéng nén bt diu diéu m trrkhi SBP > 100 mmHg. \:hm:[, bgnh nhdin v SBP <
100 mmHg chua duoe nghién ciu. Cie thremg hop hahuvél ap ob triéu chimg Ja duoc
o cdo o nhimg bénh nhin diéu in vor sacubitrilvalsartan trong <éc nghién cu lam
sing, dii biét vl nhimg bénh nhin > 63 i, bénh nhidn suy thin va bénh nhin o6 SBP
thap (= 112 mml IL} Khi bt dag dicu in hojc triomy khi diéu chinh liéu
sacubitrilivalsarian, nén theo doi huyét dp thuromg suyén. New xay ra tinh trng ha
huyétip, nén tam thii gidm fiéu hofe ngumg sir Lluup_. sacubitrilivalsartan, Nén xem xét
diéu chinh liéu cdc thude I tidu, thuae hip hil}l.l ap ding ehung v A dicu tri che nguyén
nhin gy ra ha huyet ap khie (nhur giam theé tich mau). Ha buyet dp cd nln:u kha ning
sy it hom néu bénl nhin by giam the tich vi du nhu <o liéu p!d‘p]u’l ticu, ché dd an han
clu_ moi, téu chay hode ndn o, Llrwli., naatri vi! hode s giam thé tich nén dge dicu
chinh trude khi b diu diéu tri viri sacubitlvalsartan, tuy nhidn himh dong didu
chinhphai duoce cin nhic cdn than trude nguy caquétm thétich,

Suy giam chive ning tl!al‘l
- Dinh gid bénh nhin suy tim luén bao pdm dinh gid cllut ning than, Bénh nhin suy
thin nhe virung binh ¢o nhidu nguy co ha huyet dp hom, Die ligu i shng edn han ché
& nhimy bénh nhin suy than ndng (eGFR < 30 ml/pht/],73 m° ) vi nhime bénh nhin

ndy ¢d nguy co hahuyet ap cao nhit. Khong eé kinh nghiém o bgnh nhin suy thin giai
doan gudi va U‘Iim;,kliuw}n cio ding sacubitrilivalsanan o nlimg bénh nhannay,

Chire ning thiin xatu di
- Sir dung sacubitrl/valsartan cd thé lam chire nang than xau di. Nguy co e the gia
ting khi mat nude hode sic dung dong thi vai cde NSAID. Nén vem xét giam lidy &
cde bénhnhan co su suy piam chire ndng thin ding kittrén 13m sing.

Tang kali huy &t
= Khong nén bﬂl diu didu 1 néu nun; dé kali trong hu)c‘l thanh = 8.4 mmal/l. St
dun], sacubitril/valsarian co thé 1im gia tang nguy co ting kali huyét, mie di hg kali
huyét eling co the xay 1. Nén kiem sodt nong do kali trong |lL|)t1 thanh dic bidg o
nhimg benh uhiin co nguy co nhir suy thin, A thao dudmg hoje giam aldosteron hodie
dang in ché di nhidu kali hodie dang ding thude déi khing mineratcorticoid. Néu bénh
nhin trai qua tinh trang tang kali huyél dang ké trén lim sing, cin diéu chinh béu ede
thude ding chuny, hode giam liew tam thir hode ngimg ding thude. Néu nong 46 <ali
trong huyetthanh =54 mmal/l nén xem xét ngimg dieutrn,

Phiimach
- Phivmach d3 dirre bio cdo o nhime bénh nhin diéu tn veri sacubitrilivalsartan, Néu
phit mach xay ra, nén ngumg dimg sacubitril/valsartan ngay 1ap tire ciing nbur ¢ bign
phip didu tri vé theo dai thich hop cho dén ki cie diu hidu va triéu chimg duge giai
quyét hoin toan. Khing duge ding ly thudic. Trong trecme hop phit mach duve i
nhin \.’l noi sung chi gioi han o mat va méi, tinh trang nhin chung s¢ khoi ma Khing
can dicu 1y, mac di thude khing histamin <6 thé hirw ich trong viée lun giam edc trigu
chimg.
- Phivmach két hop véi phiythanh quan et thé gdy i vong. Khi phi bao gom ca ludi,
thanh mén hoac thanh quan ¢ thé gy udic rap,h:.n duimyg thn Liéu phuip diéu tn thich
hop nhur dung dich adrenalin tmg/ Lind (0,3 - 0,3 mal), hode cac bien phip cin thiet de
dim bite duomg I]mth{'llb thadng nén duge sirdungngay Lp tue,
- Bénh nhiin timg ¢é tién su phit mach cha duec nghién cin. Do ob nguy co phu
mpch cao hon, ein thin trong khi ding sacubitril/valsartan o nhlmv beénh nhin nay.
Chong chi dinh L!l]ﬂt. sacubitril/valsarian &rnhimg benh nhin ¢ tién su phimach lido
quitn dén vige dieu tn vai ARB hodic ACE inroe d6, bi phimach do di truyen hode vo
can,
- Bénhnhin dadencdngay cophi mach enohem,

Bénh nhdn hep dng mach thin
- SacubitrilVvalsartan ¢é thé 1m ting ure mbu va nong dicreatinin trong huy Hthanh
anhimg bénh nhin hep déng mach thin mi bén hoje hai bén. Can thin trgng @ bénh
nhiln hep dang mach thin vi khuyen edotheo dii chire ning thin,

Bénl uhdn phiin logi chire ning NYHA A 1V
- Cin thin rong khi bar cubitril/valsartan o bénh nhin phan loai ¢chire ning
NYHA G IV do sirthiéu kinhnghiém m sang & nhém bénh nhin niy.

Peptid lod nidu ImtrinpnB[B\P)
- BNPkhdng phai 13 déu dn sinl hoc thich hop cho suy tim & bénh nhin ditu tri vii
sacubitil/valsartan do BNPIA chit nén cianeprilysin,

Bénh nlin suy gan
- Dirliéu lim shng cdn han che o nhimg bénh nhin suy gan mie dd trung binh (phin
loai Child-Pugh B) hodc ¢& gia tri AST/ALT cao hon hai litn gici han trén mie bink
thuemg. O nhimg benh nthin nity, s phist nhiém cd the gia tang v tinh an toan chwa
duae thiét 1ip. Vivily cin than trong khi ding USIPO o nhimg bénh nhan trén. Chorg
chi dinh sacubitril/valsartan & nhimg bénh nhin suy gan nghiém trong, xo wan mat
hoae rmat (phinloai Child-Pugh C) ).

Railoan timn thin
- Cicbién ¢o tim thin nhu ao gidie. hoang tudmg v 7di loan gide ngi trong boi canh
tinh trang loan thin cd lién quan dén sacubitrilvalsartan. Néu bénh nhin trai qui cic
bién co nhurvay, nén cem xét ngung sirdyng sacubitnlfvalsartan,
SUDUNG THUOC CHO PHY NTCO THALVA CHO CON BU
Sirdung thudc chnphn nived thai

Khng khuyén edo sirdung sacubitril valsartan trong ba thing déuthai ki viching
chi dinh sacubitril /valsartan trong ba théng gitra v Aeudithai ky.

Valsartan

Bang el d1ch té hoe lién quan dénnguy ca gy quii thai sau khi phoi nhidm vei
che AUE trong suot ba thing diu thai ky ehua due két luin. tuy nhiér. Kiiong thé loai
trie sur e tng nho nguy eo. Trong khi Khong cé dirlidu dieh té hoe duoc kigm sodt vé
nguy eo cia ARB, cie nguy co tuong tu cd the ton tai ¢ nhom thude niy. Trir khi vige
tiep tue diew i voi ARB duoc xem 14 ¢in thiér, nhu-ng bénh nhin cd ke hoael mang
thai nén tha} doi sang bign phdp didutn ting | huyét dp thay the ca dir lieu an todn ¢i
dirre thiet 1ap khi sir dyng trong thai k¥, Khi'duge chan dodn mang thai, nén ngung
diéu tri voi ARB ngay lip ture vi néu thich hu'pnél'. bat diu ligu phipthay thé, Viée phas
nhiém voi ARB trong ba lh‘nu, giira vt cudi thai ky duac hiét gdy die cho thai nhi
(gifun chue ndng thiin. thiéu di, clém cot hoa so) v doe tinh o tré sosinh (suy than, by
Ty ¢t 4p, tang kali b

Neu phot nhiéin vai ARB dd xay ra tor ba thang gitm thai ky, nin mu Am kiém trz
thin vi hip so. Tré nhi nhi ¢d me da ding ARB nén dugc theo doi cdn thin tinh trang
hahuyét ap.

Sacubitril

Khéng ¢d dir lidu rong vide su dyng sacubitril o phu nir co thai. Cic nghién cuu
trén ding \‘m vii sacubitril valsartan cho thily doe tinh frén hé sinh san.
Sirdung thude cho phy nir cho con bt E

Khéng biét ligu sacubitril/valsartan cd duge bii t iét qua sira meg e nguoi by
Cicihinh pl:.m trong USIPO. sacubitl va \"1|s-.a.l‘lamlum i tict qua s
neuy cored thé xay ra ede phan ung khéng mong muén irtré so sm.h."tr fiia
g, khing Lhu»én cao st dung sacubitril/ivalsanan trong khi nudy/
Can dua ra quyel dinh ¢6 nén ngumg chr.- con bii hodc ngung di
wian nudi con bing sirame, ¢6 tinh den 1im quan reng ciia sucul
ngtra me,
ANH HUONG CUA THUOC LEN KHA NANG LAL X
MOC ' .
- Sacubitril/valsartan ¢6 anh hwedng nho dén kha nang 13 xe

Can chit § di e o Lhé by chodng ving hoac mét moi khi dicu

stedung miy moc.
TUONG TAC, TUONG KY €U ATHUOC
Twrong tic cia thuse

Cibe tnmy tiie din dén ching chidinh

Thuigiic ché ACE
= Ching chi dinh sirdyng deng thoi sacubltnh"\ alsartan v ACES do syrire ché dong
thiri m.pnlx sin (NEP) v ACEi <6 thé gy phn mach. Sacubi Isariagy khing
duoe bt diu cho dén 36 gio sau khi ding liéu cudi cing cua ACE, vigl
.r\(‘E1 ciing ‘khéng duee bat diu cho dén 36 gio sau khi dang lidu cuoi

DS.

- Viée sudung dong thai sacubitril/valsartan v ede thude chim aliskiven by dlunt.
chi dinh & che benh nhin ddi thido duimg hofie suy thim (¢GFR < 60 ml/phdt/1,73m ).
Khing khuyén khich két hop sacubitrilvalsarian vai thude (e ché trse ticp renin nhur
aliskiven. Phithop san.ulmn lfvalsartan vai nlmlclren co kha ning lhm r:mi_ uin sufteie
the dung khéng mong mudn giip phai nhw ha huyét dp, tng kali huyét vi suy giam
chire nang thin |h.ll!l}_0ll’! easuy thineip).

e ey tic din dén vije U:rmgﬂk:ucnt‘dﬂpkw hop
- Sacubitrilivalsanan chira valsartan, vi vay khéng khuyén edo phai hop vad cie
thuoeehira ARBkhie.

Ciie rmmxmc véu eitu tk{iu trong

Cdechdal nén OATPI B va 04 HTPIB3 mhie ciie statin
= Dir liéw in vitro chi ra sacubitil (e ché cic clhll viim chuyén OATPIBI va
OATPIB3, Do d6 USIPO cb1hé Lam giatdng su phoi nbiém toan thin cua cic chitnén
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gtamtheoc:

3 y‘!m Sir dung don;. thén sacubitrib/valsantan 1Am
tang Umax cua storvastatm va chal eliuyén hoa cia no 1én gap 2 lan vl AUC lén gip
khoany 1,3 lin. Can thin trong khi su dung dony thoi sacubitiil/valsartan voi cde
statin, Khonh quan st thiy teang tdc ¢6 hcu quan vé mit lam sang kln ding chung
sacubitril/valsartan vasimvastatin,

Cicchit the ché PDES baa gﬁm sifdenafi!
- Vige ba sung mit Tidu don sildenafil viio sacubitrilivalsartan & trang thii on dinh
dii voi nhimg bénh nhin tang huyét &p c6 lign quan nhidu hon ding ké déntinh trang
hahuyerdpso voi vide ehi ding sacubitril/valsaran, Vi wviiy edn thin trong khi bat dan
ding sildenafil hodic cfe chit ire ché PDES khic o nhimg bénh nhin dang diéu tr voi
sacubitril/valsartan.

Kali ) _ _
- Si dung dong thai vai thude loi tidu gitr kali (riamteren, amilarid), thude dbi
khing mummlu\lhwld {nhu spironolacton, eplerenon). chi f:u sung kali, chat thay
thé mudi chism kali hodic cde tac nhin Lhm (nlnr heparin) o6 1hé dan L‘kn Ling mn!b do
kali vit ereatinin trong huyét thanh, Cin theo di ndng do kali trong huyét thanh ki s
dung dun}: thin saeubitril/valsartan voi che tde nhin trén.

Thuic: lidng viem bhang steroid (NSAID), bao eim cde chdr the ché e chon lpe
crclooxvgenase-2 (COX-2)
- a ahieng bénh nhin lon twdi, bénh nhin gian the tich (bao gom cd Iﬂll.]'l'!t. nguein
didu tn vai thude Lo ticu), hofie bénh nhin ¢4 chire nding thin bi ton hai, viée ket hop
sacubitril/valsertan van cde NSAID c6 the din dén sie gia tang ng uy co L chire nang
thin siu di. Vivay néntheo dai chie ning than khi bt ddu hode didu chinh su dicun o
bénhnhin dang dong thon sacubitalvalsartan ven cae NSAID.

Litly
- ach hio cdové sy ;.m ting die tinh vaneng 46 lithi trong huyét thanh e thé dao
ngwroe khi phéi hop lithi vai ACE] hofie thuoc doi khang thu the angiotensm 1 bao pém
sacubitril/valsarian, Vi vy k|lﬁl|1._. Khuyén cho sir dung phii hop ndy. Néu su ket hap
e chimg minh 1a can thidt, eén theo d5i cdn thin néng db Lithi trong huyét thanh.
Néu thude loi tid ciing duoe sirdunyg, nguy co dde tinh lithi 06 thé cao hom,

Frrosemid ;
- Sir dung dong thei sacubitril/valsanan va furosemid khéng lam anh hueng dén
durre ddng hoe cua sacubitrilivalsartan nhumge Bim giam Cmax v AUC cua farosenid
Ian luot khoang 50% vi 28%, Trong khi khdn;, s o6 thay déi ndo lién quan dén thé tich
mirére tiu, su b tiet cua natr qua meoe tidu d3 gidm trong 4 gicrva 24 gidr sau khi s
dung dung thin. Ligu furosemmid trung binh hing ngy khdng thay i tr mire ban diu
cho dén khi ket thic nghién ciu PARADIGM-HF o nhimg bénh nhin Ju.u iy voi
sacubitril/valsartan.

Cacunitrarnhu nitroglycerin
- Khong ¢ wong tac thude ~ thude ndo gitra sacubitrlivalsarian vai nitraglycerin
dimg dwimg tiém tinh mach cb lién quan toi ha huyét dp. SL':_ dung diny thu'J'j
nitroghycerin vé sacubitril/valsartan ¢6 lién quan dén su khac biét vé nhip tim khi diéu
1y 1 5 bpra khi so sdnh voi viée chi ding nitroglycerin, Anh hiemg tuong b irén nhip
tim di duoe quan sdtthiy khi dimg déng thii sacubitril/valsartan ve nitrat ngam dua
I, duromg uong hode qua da. Nhin chung khéng cin thidt phai dicu chinh liéu,

Chair winchuyén OFdPva MRP2

Chat ¢h uven hoa cd hoat tinh cia sacubitril ( LBQOIT) vay als:lmn 13 chat nén caa
OATPIBI, OATPIB3, OAT! vi OAT3: valsartan ciing i chdt nén cua MRP2, Vi vay
vige st dunh ding 1 thiri sacubirilivalsartan vér cde chit ire ché OATPIBI, OATPIBS,
OAT3 (nhwr rifampicin, ciclosperin), OAT1 (nhue tenofovir, cidofovir) hoje MRP2
(nbur ritonaviv) ¢o thé lam gia tang sw phoi nhidm véd LBQG3T v valsartan, Cin thin
trong khi bt diu hodc ket thic diéutrn két o van nhimy thude nhir trén.

Metpormin
- Sirdung déng thai sacubitril/valsartan voi metformin lam giam o Cmax va ALUC
eia metformin khoang 23%. Clua 19 sur lién quan cua nhimg phat hién nay teén lim
shng. Do dé khi bit diu didu 10 vei sacubitril/valsartan onhimg bénh nhin dang ding
metformin, nén dinh gid tinh trang lim séing eia bénhnhin,

Tieorng tihe ki g ding ké
- Khéng quan st thay wong tic thuoc-thude ¢b ¥ nghia lim sing khi
sacubitril/valsartan dioc ket hop vl digoxin, warfanin, hydroclorothiaeid, amlodipin,
omeprazol. carvedilol hodie dang két hop eoalevonorzestreliething ] estradiol,
Twomg Ky, ciia thude

Do khdng ¢é ¢de nghién cin vé tinh tuong ky cua thube, kh Bng tron Hin thude niy
voiedethuos khac,
TAC DUNG KHONG MONG MUON CUA THUOC
- Thémtatdiliduan todn

Ciie 1de dyng khing mang mudn thwimg gip nbdt duge bio cao khi didu ) vei
sacubitril/valsartan bao gdm ha huyét dp (17  68%), tang kali huyet (11,6%) vit suy thin

- Sacubnrilfvalsarian khing thé diroe Eo:u ba bang loc méu do su gin ket cao vou
protein,
DACTINHDUQC LUCHOC
Nhom duwge y: Tde nhin hoat dong trén heé thang renin-angiotensin. thude chen thy
thé angiotensin 11 (ARBY, cic phai hop khic,
MAATC: COADX04
Corché tie dung:
- Sacubitril/valsartan thé hign corché hoat ddng cua clit (e ché neprilysin vi thu the
angiotensin biing viée tre ché dong thoi neprilysin 1mdopepr1d.:lse trung tinh: NEP)
thiing qua LBij 7, chét chuyén hida o6 hoat tinh cia tién chit sacubitril, va bang viee
ngzan chan th thé angiotensin 1T logi | (AT 1) thang qua valsartan. Loi ich tim mach bo
sung eua sacubitril/valsartan trén bénh nhin suy tim i do su ting ewong cua i peptid
bi thodi giing ba m:'r‘rll\sm, nlur peptid loi migu natei (NP, ban LBOB3T v sir ire ché
ding thai higu qua cua angiotensin 11 bai valsartan, Ce NP phit I1u). tie r!unp. hing
cach Kich hont cde thu the bit cap guanylyl cyclase gan tén ming, din dén su gia mng,
ndng di chdt truyén tin thir hai guanosin monophosphat ving (cGMP), tir dd cd the
din maeh, of nidu v ting dao thal natri qua nuoe e, ting 40 loe caw thin va luu
Iwemg miu dén thin. e ché gidi phény renin va aldosteron, gidm hoat déng giao cam,
tic dong chong phi dai vi ching xo héa,
- Valsartan i cheé (e ding <6 hat treén tmnach va thiin eia angiotensin 1 bang cich
chen thy thé AT1, c@ng nhy ngin chin sy phong thich aldosieron phu thuje
angiotensin 1. Bidu ndy ngdn can sy hoat hoa ben vimg cua hie thong renin-
.mgmms:n -aldosteron dan dén co mach, Lt natri va chiit long & thin, Kich hoat s
philt trién vA g sinh té bip. cling nhu !*n eau tnic tim mach khong thich hop tiep sau
dJdo.
DAC TINH DUQC DONG HOC

- Valsanan eé trong scabitnl/valsartan €6 sinh kha dung <ao hon valsartan trong
cdc chng thiee vién nén duee bén trén Uy tring. 26 my, 51 mg va 103 me valsartan
trong sacubitrilvalsartan lin et tuong duong vod 40 my, 80 mg v 160 mg valsaran
trong ¢ checdng thire vién nén duoe bin trén th trutmg

Hiip thu
= Sau khi uung, sacibitil/v alw‘tan tich ra thinh valsartan vh tién chit sacubitril.
Sacubitril 1ip tue duge chuyén ha thanh chul chuyen héa o hoat tinh LBO6S7, Cac
chat niy dat ning ¢ dinh trong huyér trong lin Lot trong 2 witr, 1 gicrva 2 gio, Sink
kha dung duomg wong cua sa:ubnn] vitvalsartan duwe wee tinh lan luot hon 60% va
3%
- Sw khi ding sacubitr lh’\ alsartan 2 ]DFI!I'IL.:&}, nong do o trang thdi &n dinh cua
sacubindl, LBQG637 viivalsartan dat duye sau 3 ngly, Tai trang thiii 6n dinh, sacubitril
v valsartan tich liy khong ding ke, trong khi LBQ637 tich liy gip 1.6 lan. Dun;.
<hung vai thire n khang e anh hadmg dang ke trén [m sing déi va sy phai nhi¢m
1ohn thin cua sacubitril, LBQSST vi valsartan. Sacubitrlvalsartan ¢o thé ding eimg
hode khing elng v thire dn,

Pliin bis
- Sacubitril. LBQ6S7 va valsantan gin ket cao vai protein huy@ tuomg (94 - 97%)
Duatrén so sdnh su phod nhidin trong huyét tromg va dich niic Wy, L BOGOST vuet qm
ducre hiing 1o miau ndo voi mike 46 giir han (0.28%). Thé tich phidn bo trung binh bieu
Kigneua ualsanm\'lsar:ubltnl liin Ium IA75lirva 103 1.

Chuyén hiasinh hge
- Sacubilril d& ding duubrhu}en héa thinh LBOAST bixi carboxylesterase 1bvi lc.
LBQG'\ 7 khing duoe chuyén hida thém omét mire 4§ ding ke, Valsartan duoc chuyén
hia it it vi ehi khoang 20% ligu dung duoe phuc hoi dirn dang chit chuyén hoa, ’\“Ipt
chit chuyén hida hydroxyl cua valsanan duge xde dinh 1rong huyét romg v nong dé
!ham(-f 10%%)
- Visirchuyén héa eua sacubitril va v alsartan qua trung gins enzym CYP450 1 toi
thidw, viée sir dung dong thai véi cie thude the déng lém enzym CY P430 khing lam
anhlurimg dén duoe dong hoe.
- Cienghign cuu ehuyen hoa in vitre chi raring kha ndng trong tie thde dua trén
CYP450 13 thip do sw chuyén héa gioi han cia sacubitr Vvalsartan qua enzym
CYP430. Sacubitril/valsartin khéng cam img hode img ché enzym CY P450,

Thai trir
- Sau khi uung. 52 - 68%. sacubitil (chi yéu @ dang LBOQAST) va khoang 13%
valsaran cing chat d!uu,n hda duoc ddo thii qua nude tidu, 37 - 48% sacubitril (chi
véu adang LBOOST) vi 86% valsartan ciing chit chuy en héa duge dio thai quaphin.
- Sacubitl, LBQ65T vh valsartan duge dao thai tir huyét tuang voi thai gian hin
Ilmj l.mn.g blnh{ T %) bin Tuen xdp xi 1,43 git, 11 48 giorva 9, 90 gig.

Tuyén tinly/ kdng tuy én tinh E
- Duge ding hoe ciia sacubitril, LBOG57 vavalsartan xap xi tuyen tinh trong khoang

{140,1%). Phis mach dirge bio edo o nhitng bénh nhiin dicu tri véi sacubitrilfval

{0.5%)

Cie pliandmg I.mf!qi
- Cde phan img bit o duoe phin nhém theo hé théng cor guan vitheo tam swat: Rét
Ihufm“g(:plf\lJR 10, thurimyg gap (1/100 < \DR 1100, it giip (171000 < ADR <
1/100). hidin gip (1/10000 < ADR < 1/1000), it hidm gip (ADR < 1710000} v A khong
 tin suat [khonb voctinh dum‘: tirdia ligusanco).
- Trong mdi nhém rin suft, eic phan img bit loi duoe trinh by theo sy giam dan
rnuL da nblummrgnh
Risi tous b taer nndise via hach Iugyée

t Thnrmbga;: thigwmdu,
.ﬂ'm‘.': it J'l;:mizn dich

t 2dp: maAn cam v |hu|5c

Ko mpn ddin divimg vt efipén héia

+ Rt thuorig gdp: ting kali huyét,

+Thuimg wap: hakali huyet, ha duimg huyet.
Risi fogn i thitn kinh

+ Thuimg eip: chodng ving, dau diu, ngdt,

+ It pdip: chong ma tuthe,
Rii logn tai vit kr thing mé dua

+Thuimg gip: chong mit.,
Rt loan tim nrach

+ Rt thuimg wip: hahuyét dp.,

+ Thuemg gap: hahuyétdp tu the.
Riiloan h ho hiip, limgngue i trung thit

+ Thudng gip: ho.
Riitan derdmg fiéu e

+ Thuang gap: 1iéu chiy. budn ndn, viém da day.
Rési toan di vt it dieoi da

it gfip: neira, ]131_“ ban, phivmach.
Risi toan thiin va hé tiér nin

+ Rat thueng gdp: suy giam chire nfng thin,

FThirome gip: suy than (suy than. suy thineip).
Risi I terdert thin v tai noi diirng thude

+Thirimg wip: m§tmai, suy nhuge.
Kok togn tim thiin

+Hiem gip: ao gide®,

+ Rt hicm grap: rof loan gide nga, hoang twone,

* Bao ghmee gide thinh gide va thj gide.
QUA LIEUVA CACH XUTRI
- Dir liéu lidn quan dén qud lidu & ngudi con han ché. Mt lidu don 583 mg
sacubitrl/617 mg valsartan va IiI'.ITIb' da liew 437 my sacubitril/363 mg vn!s:man (14
ngdy i dinoe aghién cuw trén cie doi tuony khoe manh v cho thiy su dung nap 168
- Hahuyétap H tridu eliimg quilidu c6 the xay ra nhat do 1de dong 1am giam huyet ip
cimsacubirilvalsactan, Nén thyre hién diéu tr 1ridu chimg,

liéu sacubitril/val 1ir 24 mg sacubitril/26 mg valsartan dén 97 my sacubitril/1 03
mg valsartan,

Durge déng hoe trén ui: A tirgng diie bigt

Negwro i roedi

- Sy phoi nhidm cua LBQ657 v valsartan tang 1én o cde dbi twong trén 65 twdi lan
Iwrot amuc 42% vi 30% khi so sdnh vii cde doi trgmg tré hon.

Suygidim clrie ning thin
- D3 quan st thiy sir tuong quan gilra suy 1.:arn chitre ndng thiin v sy phed nh:. m
{odn thin cua LBOG6ST & bénh nhin suy than mire 46 nbe dén ning. Sy phoi nhidm
LBOGST o bénh nhiln suy thin mare 45 trung bink (30 mb/phat/1,73 m* < eGFR < 60
mliphivl, ?3m Jvimise dondng (15 ml/phi1,73 m* < eGFR < 30 mifphé'1,73 m)
ghp 1443 2.2 linkhi 50 sinh veinhimg bénh nhin suy thin alte (60 mfphit/1,73 m’ =
eGFR < 90 ml/phit/1,73 m), nhom bénk nhian lom nhidt tham gia nghién cin
PARADIGM-HF). Syr phoi nhicin véi valsartan twong tu ¢ bénh nhéin suy thin trung
binh vi ndmg khi so sanh von bénh nhdn suy thin nhe, Khdng co nghién ciu durge thire
hién teén benh nhin dau Toc miaw. Tuy nhién LBO63T v visarian gam két cao vei
protein huyét twong v v viy khing thé diree loai b higu qua bitng lpc miu,

Suy gidm chire niing gan
- g nhu'np, bénh nhin suy gan nhe dén trung bink, su phm nltifim v sacubitr ting
lin hegt 1,5 va 3,4 Tan, LBQGS7 téng lan et khoang 1,5 va 1.9 lin va valsanan tiing
Tan Tugt 1,2v4 2,1 I khi so sinh voi cic doi tong khoe manh phi hop. Tuy nhién o
nhimg bcnh uhiin suy gan nhe dén trung binh, nong 461 docua LBQGST Ttang 1an luot
1,47 va 3,08 lan, nong 40 tw do cua valsartan tang lin legt 1,90 v 2,20 130 khi so sdnh
vai cie doi tuemyg khoe manh phi hop. Sacubitrilvalsarian kJmn-' dirge nghidn cou o
nhimg bénhnhin suy gan nghiém trong, xo gan méthofc (rmdt.

Anh huong coa gidi tinh
- Duocding hoe cua sacubitril/valsartan (sacubitril, LBQ637 vil valsartan) I nromy
tur nhau gitra cde dii tugmgz nom va ni.
QUY CACH DONG GOIL

Hop 03 vix 10vién nén bao phim. Vi bam Al—-Al

Hop 05 vix 10vién nénbao phim. Vi bim Al-Al,

Hop 10vix 10 vién nénbao phim. Vi bim Al —AlL
BAOQUAN

Neri kha, duwérd 30°C. Trinh dnh sing.
HANDUNG

36thing (kétiengdy san vudt).
TIEUCHUANCHIAT LUQNG

Tiéu chuiin corso, i

Co g shin kit
CONG TY TN HASAN - DERMAPHARM
Enrimyg 5 2, KON Bing An, Binh Haa. Thisin An. Binh Duc, Yii Nam




