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160 x 290 mm
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Rx Thuoe niy chi dhing theo dom thuée

USIPO 200

; Vién nén bao phim
Dé xa thmtay tré e,
Dige b hrdmg dfin sie dyng truie khi diang.
THANH PHAN CONG THUC THUOC i
- Thamh phiin duwye chit: Sacubitrl 97.2 meg, valsartan 102.8 my felrdi dang plirc
lerp sacubity Jhmmm.mmn hvdrai).
- Thanh phin ti duge: Cellulose vitinh thé, L-HPC, erospovidon, silic dioxyd keo
khan, tale, magnesi stearat, HPMC, PEG, titan dioxyvd, oxyd sit da,
DANG BAOCHE
- Viénnénbaophim
- Mita: Vidn nén hinh oval, bao phim mau hang, haimat loi.
CHIBINH
- USIPO dirge chi dinh trong diéu i suy tim man tinh e6 trigu chung von gidn phin
Suil 1ong iy,
LIEUDUNG, CACH DUNG
Liéu diing
- Lieu khutdnu!\.hu\en cio la | vién USIPO [00x 2 1a:1inbay.ngnai trir ¢de trieemg
hop duge de cap duai iy, Nén tang wap dii lidu sau 2 - 4 tudn cho dén Tidu mue tidu 12
I vién LISIPO 200 x 2 lam’nga) thy thee dung nap cinbénhnhin.

Néu bénh nhin gip phai cie vin dé vé ki niing dung nap (h uyét dp tim thu [SBP)
<93 mmHg, giar huyet dp cé tridu chimg, tbng Kali huyét, roi lean chire nang thin),
nén diéu chinh eie thude ding dang thi, tam thoi giam lieuhode n;mu,diul&, : USIPO,

Trong nghién coru PARADIGM-HF, sacubitril/valsartan duge dimg cling v&i cée
l:cu phip didu tr1 suy tim khie, thay the che thude e ché men chu}en (ACEI) hofic
thude chen thu thé angitotensin [ (ARB). Kinh nghigm cdn han ché irén nhimg bénhs
nilsdin hign khdng dimg ACEi hode ARBhode dun;,lh.uﬂnn che thude nay, Vi u) nén
Khoi diu véi lieu Tvicn USIPO 50x 2 Lin/ngdy vi ting Héu cham (gdp déi lidusaud —2
tudn ) o nhimg bénh nhantrén.

- Khong nén bit diu diéu tn & nhimg bénh nhin cd 11um, du kali trong huyé thanh -
5.4 mmol/l hode SBP< 100 mmHg, Nén xem xé bit dduvai lidu | vien USIPO 50 x 2
lin/ngdy ehocie bénh nhiincd SBP= 100 dén 110 mmHy,

- Khing nén ding dong thai USIPO voi ACE hoac ARB. Do nguy co phir mach
ticem an khi st dung chung vid ACEL, khang dioe ding USIPO trong it nhit 36 gilrsau
khi ngmg dimg ACEi.

Ngudi cap twai
- Liéu diwng phai phi hop voi chue ndng thin & bénh nhin caotual,

Suyihin
- Khéng can diéu chinh licu Ubtmh nhin suy thin nhe (d6 loe cdu thin we tinh
[eGFR] 60 - S0mbphin/l, 73 m’). Nén xem'xét ding lidukhai dau | vien USIPO 30x2
liningdy nhu'ug beénh nhin suy than trung binh (eGFR 30— 60 mb/phat/1.73 m). Vi
dit ligu lam shng con han che @ nhimg bénh nhin suy thin ning (eGFR < 30
mI’phuL-‘I 73 m'), nén than trong khi ding USIPO va bét diu vel lidu khuyén cao 1
vién USIPOS0x 2 hm‘nga\' Khéng ¢é kinh nghiém trén bénh nhin suy thin giai doan
cudi vikhdng khuyén cio ding USIPO nhimg bénhnhinndy.

Suygan . !
fmy can dieu chinh lidu khi dimg USIPO ¢ nhimy bénh nhin suy gan nhe (phin
loai Child-Pugh A). Dix liéu lim shng con han ché & nhimg bénh nhdn suy gan mirc 46
trung binh (phin loai Child-Pugh B hojic ed gid tr) AST/ALT cao hom hai lin !.n-'n' han
én idtry binh thirimg, Nén thin trong khi ding USIPO ambimg bénh nhan ndy vihit
diw et liew khuyven cao | vién USIPO 50 % 2 lin/ngay. Chéng chi dinh diang USIPO o
nhimg bénh ihin suy gan nghifm trong, ¥o pan mat hobc it mat (phin loai Child-Pugh
C).

Binhnhi
- Tinlan todn vd hidu qua cun USIPO ortré em v thanh thieu nién duai 18 tudi chira
duge thiet lip. Khong cdsan dir lidu.

Ciehdiing
- Cdthe uong USIPO eling hode khong cdng voi thire an. Nudl nguyén vién voi mot
Iy murce,
- Niéumdt lan Quen ding thude, hiiy ding liew ke 1iép vito thed diem nhue ké heach.
Khimg uong liéu gap déi de bicho lidudd quén, Khdng nén chia nho hodc nghién nit
vién thuoc, .
< Khoing ed véu ciudac biet vé xirly thude sau khi dimg.
CHONGCHIDINH
- Bénhnlyin nadn cam v hoat chit hodie vir bt ky thimh phiin mio cua ihude.
- Ding .Iunb » thoi vai ACEL USIPO khong duge dl.lug cho den 36 gior sau khi ngung
dieuin bing ACEIL
« Tién sur phil mach da biét lién quan dén vide di¢u n bang ACE] hodie ARB truoc
day.
- Phimach di truy én hodc vhean,
- Sirdung dang thod va eae thude chia aliskiren o bénh nhan dai thio duimg hodc
bérth nhan suy than (¢GFR <60
ml/phat/1, 73’}
- Suygannghiém Irong. o ganmat hode frmit.
- B'lth:mg;.umnicuoilhnl ky -

CANH BAO VA THANTRONG KHI DUNG THUOC

Ueché I.ep hé renin-angi in-ald on (RAAS)

- Phdrhop giira sacubitrilivalsartan vai ACEi bi chong chi dinh do sir gia th‘h.l:&,u:,
co phill mach, I\hong duoc bt diu ding sacubitril/valsartan cho dén 36 gior sau khi
ding licu cudi cing cia ACEi. Neu ngumg diéu tri vai sacubitril/valsartan, ACFi
khéng duge bit diu cho dén 36 gitr sau khi ding liéu cudi cing cua
sacubitrilivalsartan,

- Khing khuyén cio két hap gt sacubitril/valsartan voi thuoe ire che e tiep
renin nhu aliskiren, Ching chi dimh keét hop sacubitril ivalsartan vii cde thuoe chia
aliskiren & bénh nhin ddi thio dirdmg hofc bénh nhin suy thin (eGFR < 60
ml/phiti1,73m’).

- USIPO chira valsartan. vi vy khong nén ding cliung véi cic thude chia ARB
Khic.

Hyhuyétdp.

- Khan;_ nén bt dau dicu tr triekhi SBP = 100 mnHg. \Ihum, bénh nhin vin SBP
100 mmHg chura duoe nghién ciru. Cic triuamye hop ha huy élapco Lmuclumg dii duoc

hio edo o nhimg bénh ohan diéu in va sacubitril/valsastan trong cdc nghién ol lim
wﬂ.ﬂ; e biét voi nliime bénh nhin =631 uon, bénh nhian suy ll'um v beénh nhidn co SR
thap (= 112 mmllg). Khi bt didu dicu wj hodc rong khi diéu chinh licu
sacubitnlivalsartan, nén theo ddi buyét dp thuomg xuyen, Néu xay ra tinh trang ha
Tuwyét ap, nén tum thid giam licu hoge ngung s dunl_ sacubitril/valsartan, Nén xem vet
diéu chinh Hiéu cde thude loi tiéu, thude hy huy ¢t ip dimg clsunk vi diéu tn cic npuyén
nidin iy ra ha huyétap khie (nhw giam thé tich mdu), Ha huyet ép eo nhiew kha ndng
aaay i homnéu béanh nhin bi giam the tich vi du nhu do liéw phdip Icn ticu, chié 8¢ fin han
chié muoi, téu chay hodc ndn &, L g, natri viv/ hode su gram thé tich nén dusoe didu
chinh trude khi bit dau diéu 1 voi sacubitril/valsanan, wy nhién hinh dong diéu
chinh phii duce ciin nhiie cin than trude nguy coqud i thetich,

Suy giam chire ning thim
- t¥inh gif bénh nhin suy tim ludn bao ehmn dint gif ehire nfing thin. Bénh nhin suy
thiin nhe va trung binh e nhigu nguy co b buyétap hon, D liéa lim shog cdn hanche
o nhiimg bénh nhédn suy thin ning (eGFR. < 30 mlphit'1,73 w’) v nhimg bénh nhin
ndy e nguy co ha huyel dp cao nhat, Khdng o kinh nghiém o bénb nhdin suy than giai

dfoan cudi va khong Lhuvcn caoding sacubih‘i!.l’\'alsan ananhimg bénhnhan ndy,

Clire néing thin xiu di
- Sir dunh sacubittil/valsarian ¢ thé lam chire ning thin xdu di. Nguy co cd the gia
tang khi miit niroe hode sir dung dong thisi vei cde NSAID. Nén xem xét piam licu &
cde bénh nhidn cd sur suy giam chire nang than ding ké wén 1Aim sing,

Tang kali hmel
- Khing nén b it ddu diéu 1t ncu nang 46 kali trong huyet thanh = 5.4 mmol/l. Sie
dung sacubitril/valsartan 6 thé 1 gin ting nguy co tling kali huyét. nide diha kali
huyét ciing eb the xay . Nén Kidin sodl ning 4§ kali trong |Iu".o:l thanh diic bict o
nhimg bénh nhan e nguy conhu suy thin, da: thie duwiny hode giam aldosieron hoje
dang fn ché dd nhicu kali hode dang ding  thude dbi khdng mineralcorticaid. Neu binh
nhin trai qua tinh trang ting kali huyét ddng ké trén lim sing, cin diéu chinh litu =ic
thude ding chung, hoic giam Lidu tam thei hode ngumg ddng thude, Néu nong do kali
trong huyeét thanh =3,4 mmol/l nén xem xétngmg diéu tri.

Phimgeh
- Phitmach di dioe bio cdo ornhimg bénh nhan didu 1 véi sacubitrilival saan, Néu
phit mach xav ra, nén ngung dimg sacubitril/valsartan ngay 1dp nre clng nhu ¢d biégn
phip diew try vi theo ddi thich hop cho dén khi cie diu hidu vt irigu chimyg dugc piai
quyet hoan todn, Khong duge ding I thuoe, Trong trrimg hop p]u‘: ach durge wdc
nhin va not sume chi le han o mit va mai, tinh trang nhin chung s€ khai ma khe ng
can digutn, mac du thude khing histamin 6 the hir ich trong viée tim gidm ede tridy
chimg.

- Phitmach két hopvai phithanh quan e the gy wrvong. Khi phit bao pom ca ludi,
thanh mdn hofic thanh quin ¢ the gy tac nl_hen duwemy tho, Ligu phdp digu tn thich
hop nhu dung dich adrenalin | mg/lml (0,3 - 0,5 ml), hoje cde bidn phip can thié de
dam ba duimg the thing thodng nén duet su dyng ngay 1ap ue,

- Bénh nhin tirng & tien sir phi mach chura duge nghién clre. Do ed nguy eo phil
mach cao hom, ¢in thin trong khi ding sacubitril/valsartan & uhﬁnb bénh nhin niy,
Chéng chi dinh ding sacubitril/valsarian & nhimg bénh nhin c tién -\uphu migch lign
quitn dén vige didu 10 vai ARB hode ACE truae di, by phitmiach do di ruyén hogie vo
caul.

- Bénhnhin da den cd nguy co phi imach cao hom.

Bénh niliédn hep djing mach thin
- Sacubitril/valsartan cd thé lam ting ure mAu vanong docreatinintrong Im\er thanh
& nhimg bénh nhin hep ddng mach than mdt bén hode hai bén. Cin thin 1rong & hénh
nhiin hep ddng mach thin v khuy én edo theo dii chire nang than,

Bénh nhén phén loai chire niing NYHA AGIV
- Cin thin trong khi b dau sacubitril/valsartan o bénh nhin phin log chie nang
NYHAASIV do sir thiéu kinhnghién lim sing & nhém bénh nhinny.

Peptidd lodnigu watri ty) pe B(BNEP)

- BNP khéng phai 3 ddu an sinh hoe thich hep cho suy tim o bénh nhin didutrivén
sacubitril/valsartan do BNP I chat nén cia neprilysin,

Bénh nhdin suy gan
- Dirliéulim sang cdn han ché drnhimg bénh nlin suy gan mie dé trung binh (phin
lout Child-Pugh B) hodie ¢6 wid tr AST/ALT cao hom ha eioi ban trén maue binh
thuémg. O nhimg bénh nhin ndy, s pho nhiem c6 thé gia tang vi tinh an todn chira
dirore thiét 13p. Vi viy can than trong khi déng USIPO onhimg bénh nhin trén. Chong
chi dinh sacubitril/valsartant & nhimg bénh nhim suy gan nghiém trong, xo gan mit
hodic umit Iphﬁul]n:li Child-Pugh C)).

Réi logn tim thin
- Cicbienco Iam than nhu a0 gide, hoang tuimg vi ¥oi loan gidie ngd trong b
tinh trang loan thin ¢d lén quan dén sacubitril/valsartan, Néu bénh nhin irai g
bién ¢a nhur vy, nén sem xéngumy sirdyng sacubital/valsartan,

SUDUNG THUOC CHO PHU NTTCO THAI VA CHO CON BU
Swdyng thude cho pliy nived thai

Khiédng khuyén eio sirdung sacubitrilivalsantan trong ba thing diu thaiky v ehing
chi dinh sacubitril/valsartan trong ba théng gitta vi cusi thai ky.

Valsartan [

Bing chimg dieh t& hoe lién quan dénnguy e gy quii tha sau khi phot nhiém v
ee ACF trong sudit ba thing dau thai ky ehra duoe ket lwin, tuy nhién, khong thé loa
trir s gia tdng nha nguy co. Treng khi khang cd dir liéu dich 16 hoc duoc kiem sopdt v é
nguy co coa ARB, vde nguy co 1urrr|1,1ucéthe 01 tai o nhdm thude nay, Tor khi vige
tilp tue didu trj vai ARB dugc xem 1 can thiét, nhimg bénh nhin 6 ke hoach mang
thai nén thay doi sang bign phap didu tri tdng huyét dp thay thé cd dir lidu an toan d2
dupc thiet lip khi sir dung trong Iim k. Khi duge chan dodn mang thai, nén ngung
dicuniv mAItBng&» Iapluc\:incu lh{chh:.rp nén bt diu liéu phitp thay thé. Viée phod
nhiém véi ARB trong ba thing giir vil cudi thai ky duge biét gy doe cho thai nbi
(wiam chirc ndng thin, thiéu bi, chim ciit héa so) vi doe inh o tre 5o sinh (suy thin, hy
huyetap. ting kali huwﬂ

Meu phii nhigm voi ARD 03 say ra tir ba thing gitra thai ky, m."n sicu dm kiemtra
thin va hop so. Trenhil nhi co me da ding \RB nén duoe thee ddi can thin tinh trang

hahuyetip,

Sacubirril

Khing ed dit lidu trong vide sir dung sacubitnil o phy i e thal, Chc nghién cirg
trén ddng vit voi sacubitrilivalsartan cho thiy doc tinh trén hé sih san.

Sirdyng thude cho phiu nivcho con bi

Khing hae[ liéu sacubitril valsanan cd duge b tiet qua s\n\lm Ullbll‘&‘l hay khang,

Cic Ihdnh ph.u'l Uunb U'Q[I’(! ‘\ﬂbuhlll‘!l \.’n'lls;lnau duﬂc hm tm qua su.: o thwl Do

C.m duara qu\et dinh ¢d nén ngumg cho con Elu hode nlum\_
gian nubi con biing sira me. ¢4 tinh dén tim quan trong cia 6
n&.um me.
AN HUGNG CUA 'rm,-ot, LEN KHA NANG L.
MOC )
- Sacubitril'valsatan e6 anh huamg nho dén kha ning
Cén chir v d6i e cdthe bi chodng ving hodic mét moi k
ser dyng mily mée.
TUONG TAC, TUONG KY CUATHUOC
Twong tic cua !llllut

Ciic tirom g teic din dén ching chi dinh

Thuic tic ehé ACE
= Chéng chi dinh sir dung dang thin sacubitril/valsartan vod ACER
thin neprilysin (\EP} vit ACEi ¢d thé gy @ phu mach. Sacubitil/valsarian khum
dirire hiit diu cho dén 36 gir sau khi rlunL. lidu cudi cing cia ACEL vige dieu trj ver
ACFi ciing khong dioe bt ddu cho dén 36 gio sau khi ding I!m cudy cung cua
sacubilrilivalsartan,

Aiskiren NG G
- Viée sir dung dong thin sacubitrilivalsartan voi cac thube chia ajigbe chtine
chidinhiércic bwh nhfin didi thido duong hode suy than (eGFR < 60
Khang khuu.rl Lhich két hop sacubitril/valsartan véd thude e ché e tlm renin nhu
aliskiren, I‘hmhm sacubitril/valsartan viri aliskiren ed kha ndng lim ting tan sudt cde
e dung khing mong mudn gip phai nhy ba huyé ap, ting L.lil Iuyét va suy giam
chue nang thin (b.10§oln ca suy than eap).

Ciic twomg tde ditn dén vide khing khuyén edo phai hep
- Sacubitilivalsartan chira valsanan, v viy khang khuyén cdo phai hop voi cic
thudechiri ARBkhic.

Clie fwom g tie yeu cau :hgm trong

Cic ehit nén OATPIBIva OATPI B nhir edc statin
- Di lidu in vitro chi e sacubirril e ché cie \hal van chuyén OATPIRI vi
OATPIB3. Dads USIPO cdthé |3m gia tang sie phon rihiém todn thin eua eie chit nén
OATPIBI va OATPIB3 niur efie statm. Sir dung ding thisi sacubitril/valsarian lam

1 .\\!\\
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fﬁ . N A huyén hita cia no 1én gdp 2 1n v AUC 1én glp
gm I ;mmmmmfm dung dong thot sacubitrilivalsartan vai clie

statin. Khéng quan sdt thay tuong tie <6 lién quan vé man [dm séng khi dimg chung
sacuhn!nl:wha:m: vilsimyastatin.
Ciechit e ché PDES bao qrm:srfdrnuﬂ
- “n.:; Iy sung mét lidu don sitdenafil vio sacubitril/valsartan o trang 1hii on dinh
doi voi nhimg bénh nhin ting huyét 3p cd lién quan nhiéu hom ding ké déntinh irang
hahuyet ap so ven viée ehi dimg sacubmrilvalsartan, Vi vy cin thin trong khi bat ddu
diing sildenafil hode cie chat ire ché PDES khie o nhimg bénh nhin dang didu trj v6i
sacubitril/valsartan,
Kali
- Sir dung domg thi vai thude loi tidu giir kali (triamteren, amilorid), thude déi
kh:'mg mlmnlmmc{}ld (nhu sp:ronolacim. eplerenon), chat bo sung kali, chal thay
thé mudi chira kali hode che the nhin khdc (nhy hcp;mni b thé dan den lnnb nanyg da
kali v creatinin trong huyét thanls. Céin theo ddi nong 43 kali trong huyét thanh khi sie
dung déng thivi sacubitril/valsaran vii ce tae nhan trén,
Thide kidng viém khing steroid (NSAIDY, bao gom cae chat iic clié c6 chon loe
exelooxygenase-2 (CON-2)
- g nhimy bénh nhin lom twéi, bénh nhén wiam the tich (bao ;.onl ca nhimg ngum
diéu tny von thude |oi tidu), hode bénh nhén ed chire ning thin bi ton hai. viée ket hap
sacubitril/valsartan va cic NSAID cothé din dén sie gia ting nguy co lim chue ning
thin xau di. Viviy néntheoddi chitc ning thin khi kit déu hode didu chinh sy dicutri &
hénhnhanding dum, the sacubiteilvalsartan viri cfic NSATD.
Lithi
- Dicobdo cdo vé sy gia tng déc tinh v ndng A0 lithi trong huyét thanh cé thé dag
nguae khi phoi hop lithi véi ACET hodc thude doi king thu thé angiotensin 1 bao gom
sacubitril/valsartan. Vi vay khmg khuyen can su dung phai hop niy. Néu sir ket hop
duge chimg iminh [ edn thiéh, cin theo ddi cin thin nong.d3 lithi trong huyét thanh.
Neéu thude lof tidu ciing duoc sir dung, nguy coddctinhlithi c6 thé cao hon.
Furosemid
= Sudung dong thoi sacubitril/valsartan vi furosemid khing 1am anh huong den
durge dgng hoe cua sacubitril/valsartan nhung lun giam Cmax va AUC cin furosemid
lan Tt khhoang 50% vh 28%, Trong khi khang <6 thay i nao lién quan dén 1hé tich
rurdre e, sir bl HEt coa nate qua nude tiew 83 gidm trong 4 gie v 24 gio sau khi sie
dyng don} théd, Liéu furosemid trung binh hing ngdy khong thay Joi tir mire ban diu
chio dén khi két thie nghién ci PARADIGM-HF & nhimg bénh nhin diéu tn vin
sacuhitril/valsartan.
Cic ntrrar nlnr nitroglyeerin
- Khdng ed rrang tic thude — thude ndo git sacubitril/valsartan vai nitroglyeerin
dimg diimg 1idm tinh mach coé 1ifn quan i hu huyét dp. St dung ding thoi
nitroglyeerin vl sacubitril/valsartan cé lién quan dén sy Lhdc bigty & nhip titn klu didu
ry it 3 bpm khi so sdnh vér vide chi ddng nitroglycerin. Anh hiong twong by trén ahip
tien d3 duoe quan sit thay khi dding dong thai «‘.acubunl!mjsnrmn oinitrat ngdm diroi
lurivi, duu-m_. ubng hofic qua da. Nhin chung khdng cin thidt phai didu chinh lidw,
Chir vai chvén OTAP va MRP2
= Chat chuyen héa ¢d hoat tinh cua sacubitril (LBQA37 7) v valsartan 13 chit nén cua
OATPIBL OATPIB3. OAT | v3 OAT3, valsartan ciing [ chat nén cua MRP2. Vi viy
viée sir dymg ding thoi sacubitril/valsartan van cic chit e ché QATP 31 ,0ATM BJ
OAT3 (nhu nmmpl:m ciclosporin), OATI (nby tenofovir. cidofovir) Im.h' MR l’"
(nhur ritonavir) e thé lam in tang sw phoi nhiém voi LBO637 vi valsartan. Cén thin
trong khi bat diu hode kérthie didu tn kéthop vai nhimg thube nhu trén.
Meforinin
- Sirdung déng thii sacubstril/valsaran voi metformin 1m giam ca Cmax vA AUC
e met formin khoang 23%. Chua 16 sir lién quan cia nhimg phit hién ndy trén 1im
shng. Do dd khi bat diu digu tri voi sacubitrilsalsanan ahimg bénh nhiin dang dong
metformin, nén dinh gid tinh trang 1im sing cia bénh nhin.
Ticwngtic Hmng.rfcmgﬁr
- Khong quan sit thiy lrong the thudc-thude ed § nghia ldm sing khi
sacubitril/valsartan duoe két hop voi digoxin, warfarin, hydroclorathiazid, amlo dipin,
omeprazol, carvedilol hode dang két hop coalevonorgestrel/ething! estradiol
Tuvng ky enathudc
De khdng e6 ede nihién cuu ve tinh tuong ky cua thude, khdng 1én 130 thude nay
wird edie thuoe khic,
TAC DUNG KHONG MONG MUON CUATHUOC
- Tdm titdiv ligu an toin
Cée tic dung khong mong ruudn thieng gip nhat duoe bio cdo khi didu 1w vei
sacubitril/valsartan bao wim hahuyét dp (17,6%), ting kali huyl.l (11,6%) v suy thin
(10,1%5). Phil mach duge bio cao & nhimg bénh nhin didu tn voi sacubitril/valsartan
(0.5%)
Cide phin |'r||g bt lyi
- Clcphin img hat loi duee phin nhidm theo hé thong co quan vi theo tan suil: Rt
thuomg glip (ADR = 1710). thuimg gip (1./100 --\DR' 10Y, it gip (141000 <ADR <
11100, iem gap (1 10000 < ADR < 111 B(M‘u.ra: hién gap (ADR < 1/10000) v khing
rotan 5uul{khﬁng uoe tinh duge tirdirlidu shned).
- Treng mdi nhdm tan suat, cic phan tmg bat loi duae trinh biy theo sir gitm din
mucdongh‘ﬂ:mmm.
Riii lrn i tao min vitbyeh hiyér
+Thurmg giip: thidu mdu,
Roilivan hé mici dich
+tg gap: man chm voi Lhuoc
Rt four dirils caiing vie cluyen hioa
+ Radt thueemng gap: ting kali huyeét,
+Thuong Bp: ha kali huyet, haduong huyé,
Réi foun hé tharn hindt
+Thigmy gip: chodng ving, Jaw diu, ngat,
+h pap: Lhénblnuliulhé
® Rivilogn tai vi hi thang mé dao
 Thuimg gdp: chéng médt,
Risiloan tinm mach
£ Rat thurém e gfip: hahu}ek ap.
+Thirong gdp: ha Im)cl dp urthe.
Riti Toan b hiii J’rrip. !onmlgm:‘ 0] fl‘lmgl’ldf
+Thwong gap: ho.
Risi toan dicimg tiéu héa
+ Thiromg gaip: tidu chay, buon nén, viémdadiy.
Rii logn da it mnd ded da
+itgap: nEw, phatban, phimach.
AT Loctn thiin v I iiée midu
+ Rt thiromg géip: suy pinm elire nang thin.
+ Thuomg gap: suy thin (suy thin, suy thin edp).
Rt facen foin thin v i nei ding thide
+Thuimg gﬂP mé moi, suy nhuoe,
Rii Tugeot e thriin
+ Hiém gap: o gidc®,
+ Rt hiem gip: ro loan gidengu, hoang tuong,
* Rao gime gide thinh gide 16 thi gide.
QUALIEU VA CACH XUTRI _
= D ligu lidn quan den qua lidu o nguoi cOn ban ché. Mot lidu don 353 mg
sacubitil/a1 7 mg valsarton vA ding da lidu 437 mg sacubitril463 mg valsartan | 14
iy )i duuuughiﬁn elrutréncde doi tegme khoe manh v cho thay sy dung nap tul
= Hahuyet dp Litriguchung quiliéu ed the xay ranhatdo the ..Iol:b 1 lum piam huy édp
elia sacubitdl/valsanan, Nén thue hién didutn tridu chimg.
= Sacubitnd/valsartan Khing the durere loni ho I\ﬁnl. Toe miu do sie gdn két coo v

protein.

DACTINH DUQC LUCHOC

Nhdm duge 1y: Tac nhin hoat ding trén hé thong renin-angiotensin, thude chen thy
the angiotensin 1 (ARBY, ¢ic phoi hop khde,

MAATC: CO9DX04

Coehé tie dyng:

- Sacubitril/valsartan the hién co ché hopt ding coa chil ue ché neprilysin vi thu thé
angiotensin bing viée ire ché dmb thai neprilysin (endopeplicase trung tink. NEP)
théng qua LBQﬁS"‘ chilt chuyén héa cé hbat tinh cia tién chit sacubitril, vi bilng viée
ngan chin thy thé angiotensin [1 loai 1 (AT1 )thong qua valsartan, Leoi ich tim mach b
sung clasacubitriliv .1[%:::1 an trén hénh nhiin suy tim 1d dosirtling curimg eoa clc pq:lild
b| thodi gidng boi neprilysm. nhar peptid loi nicu natri (NP). bii LBQBS7 v sy e ché
dong thi liéu qua cua angiotensin I béin valsartan, Cée NP phiat huy tic dung bing
cdch kich hoat che thu the bit elp gua n\l}l cyelase gdn trén ma ng, ddn dén sie gialing
néng ¢ chit lru)cn tin thir hai guanosin mnnnphmplm vonyg {c{:MP; tir d6 ¢ 1hé
diin mach. loi nidu v Ling Qo tha natri qua nuee tidw, tang dd T cau thin v luw
lrgm mau den thin, de ché gia plidng renin v aldosteron, giim hogt déng ine cam,

Tie dong l:houg phidaivaching sohoa,

- Valsartan ire chetde ddng co hai tréatim mach v thin cua angiotensin 1 biing céch
chen thu thé All, cing hw ngin chin su phing thich aldosteron phy thude
angiotensin 11, Dicu niy ngin cin sir hoat hda bén vimg cua hé thong renin-
angiotensin-aldosteron dan dén co mach, L_m natr va chat long o than, kich hoat s
phil trién va tang sinh (& b, ciing nhueti ciu tric tim mach khang thich Thop liep sau
da.

DACTINU DUQC BONG HOC

Valsartan ed trong sacubitrilivalsartan ¢6 sinh kha dung cao hon valsarian trong
cdc cong thue vién nén ducn: bin trén thi truimg. 26 mg, 51 mg vi 103 mg valsartan
trong sacubitn lvalsartan lin luwt urong duwong viri 40mp., 80 mg v 160 mo valsartan
trong che ebmg thie viénnén duoe biin wén thy truong

1ip thu
- Sau khi wing, sacibitril/valsartan tich ra thinh valsarton va tidn cht sacubitril,
Sacubitril Il;p tuc duge chuyén hioa thanh chit chuyén hia ¢ hoat tinh L BQM" Cic
chat niy dat ndng du dirth trong Tuyét Long Lin luot trong 2 gia, | giirva 2 gitr. Sinh
kha tiuﬂg duomg udng eha sacubitril va valsartan duoe woe tinh Fn heot hon 60% v
230,

- Sau khi ding sacubitril/valsantan 2 1an/ngéy. nong do o trang thadi dn dinh el
sacubiiril, LBO65T v valsartan dat .Iwc sau 3 ngdy. Tai trang thai on dynh, sacubitri]

i valsartan tich Ty khing ding ké, rong khi LBQ657 tich Ii wip 1.6 lan. Dung
chung viri thie dn khing ¢6 anh huong dang ké trén 13m sang doi vai su phii nhiéin
tedn thin ean sacubitril, LBQG5T va valsartan, Sacubitrl/valsartan ¢6 the ding cing
hofic kh('mg elmg voi thire an.

hin bé
- Sacubitril, LBQA37 vi valsartan gin két cao vai protein huyét tuamg (94 - 9745,
Dy 1rén so sinh sy pherd nhidgm trong huyet tuong vi dich ndo 1wy, LBQ657 virgt qua
durgre hing rho midundo vai mie do gici han (0,28%4), Thé tich phin bi trung binh biéy
Kién etia valsartan vil sacubitril ldn luset 14 75 litva 103 131,

Clhuyén héa sinl hye
- Sacubitril dé ding duoe chuyén héa thinh LBQ65T bai carhoxylesterase Thvi le.
LBQ65T khong duge rhmcn héa thém o mit muc 36 ding ke Vilsartan durgre chuyén
Dot it vi chi khoang 20% ligu diing duoe phue héi dudi dane chit chuyen hoa. Mat
chit chuyén héa hydroxy! cus valsarian duge s4c dinh frong I\u}et tuong von nong do
thip{< 10%)
= Visu chuyén hoa cua sacubitril vit valsartan qua trung gisn enzyim CYP450 13 t5i
thieu, viée sie dung ddng thii vai e thude 1ic dong Ién enzym CYP450 khéng lam
anh hu-ong dén d\rm dongh’cn:

Cie nghién ciru chuyen héa in vivre chi ra 1an1. Kha nding tromg tic thude dim trén
CYP450 13 thip do s chuyén héa giol han eda sacubitril/valsartan qua enzym
CY P50, Sacubitril/valsartan klhidng cam img hofic tmg ché enmym CYP450,

Thai trir
- Sau khi uéng, 32 - 68% sacubitril (echit véu & dang LBO65T) vi khoang 13%

valsattan ciing chit chuyen héa duge dho thai qua e tiéu: 37 — 482 sacubitn| (cha
véu ddang LBOO5T) va B6% valsartan cling chat chuyén hoa dlro'c diothii qua plun
- Sacubitril, LBQ&:-?\.’: vl sartan duoe dao thai tr huyel tuomg voi thix gian bdn
thai In.mg binh (T )lnnluql sap a1 A3 gic, 11,48 gio va 990 g,

Tuyen tinh/ khong tuyen tinh
- Dugre déing hoe cua sacybitril, LBQ657 va valsartan xdp xi wyén tinh trong khoang
liédu sneubitril/valsantan ti 24 mg sacubitril/26 mg valsartan din 97 my sacubitrl/103
e valsartan.

Dirgeding hoe trén cieddi tupmg die bigt

Ngredi lim mzc
- Suphet nhiém cia LBOBIT vi valsatan 1 ting lén & cie doi tuong wén 63 tubi lin
Tuot omire 42% v 30% khi so simh voi cde d8i neemg 1 lem,

Suy gicm r‘:‘rm’nuﬂg.‘hml
- Diquan sit thiy su twong quan giira suy pidim ehire ndng thin vi sy phei nhidm
lodn thiin et LBOGST o bénh nhin suy thin mirc dd nhe dén ning. St phei nhidm
LHQA57 & bénh nhiin suy thin mue dd trung binh (30 miphiy1.73 n
mifphity/ 1,73 m° v mire do nfing (15 mUphat/1.73 m* < eGFER < 30 mliphir/|, 73)
gap |4 v 2.2 lin khi so sanh voi nhimg bénh nhin suy thin nlu.' (60 ml/phit/ 1,73 m’ <
eGIR < 90 mUphav1,73 nr), nhom Bénh nhin lon nhit tham wia nghién ciru
PARADIGM-HF), Sy phei nhiém voi valsartan tiong tir & bénh nhin suy thin trung
hinh vil ndng khi so sinh véi bénh nhin suy thin nhe. Khéng ¢ nghign ciru dioc thue
Ihign trén bénh nhan dang loe miu. Tuy nhién LBQBS7 vil visartan gin kel can van
protein huyéttrong va vi viy khing the duge Logi bo hiéu quai h.’mg Toe midu,

Suy giam chire ning gan
- o nhnm;, bénh nhin suy gan nhe dén rung binh, s phm nhidm voi sacubitril tang
I:m lrot 1.5 v3 3.4 lan, LBQG57 Lu'q, lan Iyt khoang 1.5 va 1 9 Han v valsartan ting
ln ot 1.2 v 2.1 1in khi so sanh voi cic doi tuemg khie manh phi hop. Tuy nhién o
nhiimg bénh nhin suy gan nhe dén trung binh, rmm. € twr o cua LBQGIT iing Tan lron
1,47 v 3,08 ldn, ndng d6 tw do cia valsartan tang lin luot 1,90 va 2,20 lan L]u s0 sdnh
vt cie doi tong khoe manh phi hop. Sacubitrilivalsatan khing duge nghién e &
nhimg bénhnhin suy gan nghiém trong, xo gan mét hofie (rmér,

Adth hurdomg eia gidi tinh
- Duor dong hoc cua bitril/valsarian (sacubitril, LBQG637 vi valsartan) 3 twong
tyr nhaw gitra cde ddi remg nam vinir,
QUY CACTH PONG GOI

Hgp 03 vix 10vién nénbao phin. Vi bamAl - Al

Hip 03 vix 10vidn nén bao phim. Vibam Al - Al

Hép 10 vix 10vién nén bao phim. VibimAl - Al
BAOQUAN

N khd, duei 30°C. Tranh dnhsing.
HANDUNG o

36 thdng (ke trngedy san xuit).
TIEU CHUAN CHAT LUQNG

Tidu chuin eosa.

.
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