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HO CHI MINH

RTIS

UperiorM 50mg

UperiorM 100mg

UperiorM 200mg

Dgc k! httdrtg ddn str
ttic dqtng khdng mong
DA xa tAm tay trd em.

Thuiic btin theo iton.

dqtng trwi,c khi ding.Thong bdo lgay ctto bdc sj ho{c dw,qc sj nhirng
mu6n gqp phdi khi sfr damg tlruilc.

UO TA vA THANH PHAN

D?ng bio ch6

Vi6n n6n bao phim.

50 mg: vi6n bao phim mdLu tim nh4t hai m{t tOi vOi c6c canh viit, khic chim cht'NVR" tr6n
mQt m4t Yi""LZ" tr6n m6t cdn l4i.

100 mg: viOn bao phim miu vang nh4t hai m{t tOi vOi crlc c4nh v6t, kh6c chim chfi "NVR" tr6n
mQt m4t vi "L1" tr6n mdt cdn l4i.

200 mg: vi6n bao phim mdu h6ng nhat hai m4t tOi vOi c6c canh vilt, kh6c chim chfr'NVR" trdn
mQt m[t v]r "Ll1" tren m{t con l4i.

Ho4t ch6t

Ap dpng tOn sacubitril/valsartan ho{c t6n ho4t ch6t t4i nu6c so t4i.

Uperio chria phric hqp mu6i sacubitril vd valsartan dang anion, cation natri vd cric phdn trinu6c
theo tj' lQ pha.n ttr tucrng ung 1:l:3:2,5. Sau khi udng, Uperio ph6n ly thanh sacubitril (ti6p d6
sC dugc chuyCn h6a thanh LBQ657) vir valsartan

Uperio 50mg, vi6n n6n bao phim: U5i vien n6n bao phim bao g6m24,3 mg sacubitrilvd,25,T
mg valsartan (du6i d4ng mr6i phric hqp sacubitril valsartan natri 56,551 mg)

Uperio 100mg, vi6n n6n baophim: Vt6i viCn n6n bao phim bao g6m 48,6 mg sacubitril vd 51,4
mg valsartan (du6i d4ng mu6i phtrc hqp sacubitril valsartan natri 113,103 mg).

Uperio 200mg, vi6n n6n bao phim: Vtdi vi6n n6n bao phim bao g6m97,2 mg sacubitril vir 102,8

mg valsartan (du6i dang mu6i phric hqp sacubitril valsartan natri226,206 mg).
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Kh6ng ca, AiAu chjnh li6u o bQnh nh6n suy th4n 4e (t6c d0 lqc qiu t[an u6c tinh [eGFR] 60-
90 ml/phrit/1,73 m2).N6n xem x6t dtng li6u khoi dAu 50mg, hai lAn m5i ngdy 6 bC..nt nhdn suy

th4n trung binh (eGFR 30-60 mllphit/|,l3 -'). Do kinh nghiQm ldm sdng cdn rAt han ch6 o
benh nhan suy th4n nang (eGFR < 30 mllphtt/l;73 .n') (xem ph6n DAC TINH DUQq LU. C
HQC), cdn thfln trgng khi dirng Uperio vi khuy6n crio dung li6u khoi dAu 50 mg, hai lAn m6i
ngdy. Kh6ng c6 kinh nghiQm d benh nh6n bi bQnh thfln giai doqn cu6i va kh6ng khuy6n c6o sri
dung Uperio.

Suy gan

Kh6ng c6n di6u chinh liAu khi dirng Uperio cho bqnh nhdn suy gan nhe (ph6n lo4i Child-Pugh
A). Kinh nghiQm l6m sang cdn h4n chtl o benh nhan suy gan trung binh (phdn loai Child-Pugh
B) hoac c6 gi|triAST/ALT cao g6p hai lAn gicri han trdn cria mric binh thucrng. CAn th4n trgng
khi dtng Uperio <r nhirng b6nh nhdn niry vd li6u khoi dAu dugc khuy6n c6o ld 50 mg, hai lAn
m5i ngiy (xem phin CANH eAo va THAN TR9NG vd DAC TINH DIJOC LU. C HeC).
Ch6ng chi dinh dtrng Uperio o bQnh nhAn suy gan n{ng, xo gan mdt ho{c ri m4t (ph6n lo4i
Child-Pugh C) (xem phAn CHONG CHi DI_NH).

Nh6m bQnh nhin tr6 em

DQ an toi,n vd hiQu qu6 cria Uperio d tr6 em vd thi6u ni6n du<ri 18 tu6i chua duo. c xric dinh. Hien
chua c6 dfr lipu.

cACH DUNG

Dung ducmg u6ng. C6 th6 dtng Uperio ctng ho4c kh6ng cung v6i thfc 6n (xem muc DAC
rfNH DrJSC LU. C HQC).

CHONG CHi DINH

o Qu6 m6n v6i ho4t ch6t, sacubitril, valsartan hoac b6rt cf thenh phan ta dugc nio.

o Sir dung ddng thni vcri ciic thu5c ric ch6 men chuy6n (xem mr,rc CANH gAO VA THAN
TRQNG, muc LIEU DUNG VA CACH DLING vd me. TUoNG rAC TUUOC;.
Kh6ng n6n dung Uperio trong vdng 36 gio sau khi drmg di6u t{ bAng thu6c ric ch6 men
chuy6n.

. Benh nh6n c6 ti6n sri phu m4ch li6n quan d6n di6u rf bang c6c thu6c ric ch5 men chuy6n
ho{c thu6c ric chO thp th6 angiotensin.

. Suy gan nAng, xo gan m4t ho{c ri m4t (xem phAn LIEU DLrNG VA CACH DLING).

. Su.dgng d6ng^thdi v6i aliskiren tr6n bQnh nhdn d6i thiio,duong typ 2 (xem mgc CANH
eAo va rHAN TRQNG vi mpc TUONG TAc rHuoc).

. Phu nt c6 thai (xem muc PH(I Nu CO KHA NANG MANG THAI, MANG THAI,
cHo coN BU vA SINH SAN).

cANn BAo vA rHaN TRQNG

E4c kj htnl,ng ddn sfr dyng trudc khi ding. Ndu cdn thlm thilng tin, xin hdi !' kidn bdc si

Thuilc ndy chi ding theo sy k0 ilon cfio bric si.

\
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Peptid lqi niQu natri type B (BNP)

BNP kh6ng ph6i ld mQt ch6t chi <Ii6m sinh hgc thich hqp vd suy tim cv bpnh nhdn di6u tribing
Uperio vi nO ta mQt co chAt cria neprilysin (xem phdn DAC TfNH DIJQC LU. C HQC).
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Sri. dgng Uperio c6 th6 li6n quan dtin gidm.chric.nlng th4n. Nguy co nhy c6 th6 tdng th6m do
m6t nu6c ho{c sri dgng d6ng thdi v6i thu6c ch6ng vi6m kh6ng steroid (NSAID) (xem ph6n
TTJONG TAC THUOC;. NC" xem x6t giam li6u o nhirng benh nhdn ph6t sinh gi6m chric ndng
th4n c6 f nghia ldm sang.

TIng kali mr{u

Kh6ng n6n bit dAu diAu trf ndu n6ng ilQ kali huy€t thanh > 5,4 mmoyl. St dgng Uperio c6 th,5

li6n quan ddn tdng nguy co v6 tdng kali milu, m{c du gi6m kali miiu cfrng c6 thiS xiy ra (xem
phAn PHAN LNG BAT LOI CUA THU6C;. ffruy6n ctio theo d6i kali huytit thanh, dic biqt d
nhfi'ng b6nh nhAn c6 cdc ytfu t6 nguy co nhu suy thfn, bQnh drii thrio duong ho4c giim aldosteron
huy6t ho{c nhirng ngucri c6 chti dO 5n nhiOu kali hoac dang dirng thu5c AOI tctrring corticoid
kho6ng (xem ph6n LIEU DUNG VA CACH DUNG). N6u bQnh nhAn tdng kali m6u c6 y nghia
ldm sdng, khuytin c5o didu chinh li0u cric thu6c dung d6ng thdi ho4c chuAn d6 gi6m li6uiam
thdi ho4c ngtng dtrng thu6c. Ndn xem x6t ngrmg di6u tri n6u.r6ng dQ kali huySt thanh > 5,4
mmol/1.

Pht mSch

Pht m4ch dd dugc ghi nhan tr6n bQnh nhdn <Ii6u tri bing Uperio. N6u phu m4ch xudt hi6n, n6n
ngung dung Uperio ngay vd c6 bi6n phrlp <Ii6u tri thich hgp vd theo ddi cho d6n khi het hin c6c
triQu chimg vd d6u hiqu l6m sdng. Kh6ng dugc dtng l4i Uperio. Trudng hqp ui tri phu mach
dugc x6c dinh khu tru cr m{t vd m6i, phu mach thu}ng ttr tho6i lui md kh6ng can AiCu tri, mdc
dt c6 thiS st dgng thu6c khang histamin AC tam giAm triQu chimg.

Pht m4ch li6n quan dtin phu thanh m6n c6 thd gdy ttr vong. N6u phu m4ch xu6t hiQn d lufi,
thanh m6n hodc thanh quin vd ld nguydn nhdn g6y t6c ngh6n clucrng th6, cAn tri6n khai ngay
c6c biQn ph6p rli6u tr! thich hqp bAng ti6m du6i da adrenalin 1:1000 (0,3 mL d6n 0,5 mL)
vd/hodc c6c biQn ph6p c6n thiCt de d6m bAo th6ng khi.

Chua c6 nghiCn cuu str dpng thu6c tr6n nh6m bQnh nhdn c6 tiAn st pht m4ch tru6c d6. Do c6c
bgnh nhdn ndy c6 nguy co pht mqch cao hcrn, khuy6n c6o thfn trong khi sir dgng Uperio cho
hg. I(h6ng sri dgng Uperio cho c6c benh nhdn c6 ti6n sirphir *Agh li6n quan d6n c6c thu6c ric
ch6 men chuyEn ho{c li6n quan d6n rli6u tri bing ciic thu6c ric ch6 thg th6 angiotensin tru6c d6
(xem muc CHONG CHI DINH).

BQnh nhdn da den c6 th6 tdng m6n cim vdi hiQn tuqng pht m4ch.

BQnh nhin hgp rlQng m4ch thfln

Tucrng tu c6c thu6c kh6c 6nh huong trdn hQ renin-angiotensin-aldosteron, Uperio c6 thC lem

tdng ure milu vd n6ng dQ creatinin huy6t thanh trdn bQnh nh6n hgp dQng mryh than hai b6n ho4c

mQt b6n. Cdn th4n trgng tr6n nhirng benh nhan hgp dQng m4ch th4n vd khuydn crlo theo d6i
chric n6ng th4n.

BQnh nhin voi phin lo4i chfc nlng tIQ IV theo NYHA

Can than trgng khi st dgng Uperio cho bQnh nh6n NYHA d0 IV do kinh nghiQm ldm siurg vdi
<lOi tuqng benh nhen ndy cdn h4n chti.

https://trungtamthuoc.com/



Nhrim hQ ccr quan Thu$t ngir uu ti0n Lo4i tfln suit
Riii toSn miu vi hQ b4ch huy6t Thitiu m6u Thucmg g4p

R6i to4n hQ mi6n dich Qu6 m5n it gap

Riii toSn chuy6n h6a vir dinh dudng Tang kali m6u* R6tthucrng gap

Gi6m kali m6u Thucrng g4p

H4 ducmg huytit Thuong g4p

loan hO thAn kinh Choiing v6ng Thucrng g4p

Nhr?c dAu Thuong g4p

Ng5't Thucrng g4p

Ch6ng m4t tu thti it g?p

Rdi lo4n tai vi mG tl4o Ch6ng m{t Thucrng g{p

Rdi loan mach H4 huytit 5p* R6t thucrng g4p

Ha huy6t 6p thti dtmg Thuong g4p

Riii lo4n h6 hdp, ngrlc vir trung th6t Ho Thucrng g4p

R6i loan ti6u htia Ti6u ch6y Thuong g4p

Bu6n n6n Thucrng g4p

Vi6m da ddy Thucmg g4p

n6i toSn da vi m6 durfi,i da Ngfa it gip

Ph6t ban tt sap

Pht mach* it gap

Riii lo4n thin vh ti6t niQu Suy giAm chric ndng th?n* R6t thucrng g4p

Suy tf0n (Suy th4n, suy
thfn cdp)

Thucrng gflp

Riii lo4n toirn thin vir tinh trSng t4i ch6
dtng thu6c

MQt moi Thuong g4p

Suy nhuoc Thuong g4p

4
d
il.t.\

{

*.Xem md ti cic phan ung bAt lgi chon loc

M6 tA c6c phan img b6t loi chon loc

Phil mqch

Phtr m4ch dE dugc b6o c6o d bQnh nhdn di6u tri b5ng Uperio. Trong nghiOn cuu PARADIGM-
HF, pht m4ch dd dugc b6o c6o 6 0,5yo benh nhen di6u tri bing Uperio, so vdi 0,2% benh nhan

di6u tri bing enalapril. Tf lQ phu mach cao hcyn dd dugc quan s6t thAy o bQnh nhdnnsuot.dl
den diOu trf bing Uperio (2,4%) vd enalapril (0,5%) (xem ph6n CANH BAO VA THAN
rRoJG).

Tdng kali mdu vd kali huyAt thanh

=
M
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Tuong trlc thu5c c6 th6 xu6t trign cin tlugc cfln nhic khi phiii hqp

Kali: Su dpng d6ng thoi v6i c6c thu6c lqi tiCu git kali (nhu triamteren, amilorid), cric thu6c
-l- - - '- u 

- t ' e t ,
d6i khSng thu thd corticoid kho6ng (nhu spironolacton, eplerenon), c6c ch6 ph6m b6 sung kali
hoflc c6c d4ng mu6i c6 ch'i.a kali c6 the dan d6n ldm tang n6ng d0 kali huytit thanh vd ddn dtin
tdng n6ng d6 creatinin huy6t jhanh. Khuy6n ciio theo d6in6ng $0 kati huy6t thanh n6u sri dung
d6ng th<ri Uperio v6i cdc thu6c ndy (xem mpc CANH BAO VA THAN TRQNG).

Cfc thu6c khring viOm khdng steroid (NSAID) bao g6m c6c thu6c ric chtl chon loc
cyclooxygenase-2 (c6c thu6c ric ch6 COX-2): TrOn bQnh nhdn cao tu6i,.benh nhdn bi gi6m thO

tich tudn hodn (bao g6m ciic benh nhan dang di6u trf bSng thu6c lqi ti6u), hoac bqnh nhAn c6
chric nSng th4n suy gi6m, str dpng d6ng thoi Uperio vd c5c thu6c NSAID c6 thi5 d6n d6n tdng
nguy co ldm xAu di chric n5ng thfn. Do d6, khuytin c6o theo ddi chric ndng th4n khi bat dAu

ho{c thay d6i di6u tri tren benh nhdn dang dung cilc thu5c NSAID sir dpng d6ng thcri Uperio.

Lithi: KhA ndng t**g t6c thu5c gita Uperio vi lithi chua dugc nghiCn criu. Tdng n6ng ttQ lithi
huytit jhanh cO h6i phuc vi dQc tinh dE dugc ghi nhan,khi str dpng d6ng thoi lithi v6i cric thu6c
ric chti men chuy6n ho{c cric thu6c COi Hrang thp th6 angiotensin II. Do d6, khuytin c6o th4n
trgng theo d6i n6ng d0 lithi huy6t thanh khi sri dpng dpng thdi v6i Uperio. NCu sri dung cirng
mQt thu6c lgi titiu, nguy co dQc tinh cira lithi cdn c6 thd tang th6m.

Cfc ch6t v$n chuy6n OATP vh MRP2: Ch6t chuy6n h6a c6 ho4t tinh cta sacubitril (LBQ657)
vd valsartan ld co ch6t OATPIBl, OATPI83 vi OAT3; valsartan cfrng ld co ch6t MRP2. Do
d6, str dgng d6ng thoi Uperio v<yi c6c thu6c ric chti OATP I B 1 , OATP 1 83, OAT3 (nhu rifampin,
cyclosporin).hoac MPV (nhu ritonavir) c6 the lam ting n6ng do LBQ657 ho{c valsartan tucrng

img trong tu6n hodn. CAn thfln trgng khi U6t eAu ho4c ngtmg diAu tri v6i ciic thudc ndy.

Tucrng t6c khdng cti y nghia

Tuong t6c thu6c-thu6c kh6ng c6 ;f nghia tr6n 16m sdng dd ttugc ghi nhfln khi sri dgng d6ng thcri

Uperio voi furosemid, digoxin, warfarin, hydrochlorothiazid, amlodipin, metformin,
omeprazol, carvedilol, nitroglycerin duong tinh mach ho{c d4ng k6t hqp levonorgestrel/ethinyl
estradiol. Kh6ng c6 tucrng tdc cta thudc v6i atenolol, indomethacin, glyburid ho{c cimetidin.

Cdc tuong tdc,qua trung gian CYP 450: C6c nghiCn cu.u chuyi5n h6_a in vitro cho th6y kh6 ndng

tuorg t6c thu6c tr6n CYP 450 th6p do Uperio it chuy6n h6a qua h6 enzym CYP 450. Uperio
kh6ng gdy cdm img ho4c ric ch6 enzym CYP 450.

PHU NTCO KHA NANG MANG THAI, MANG THAI, CHO CON BU VA KHA NANG
SINH SAN

Phg nir c6 khi ning mang thai (vir cr[c biQn phip trrinh thai n6u c6)

Php nir c6 kh6 ndng mang thai n6n dugc tu u6n vC nhirng hQ qud cira viQc sir dgng Uperio trong

khi mang thai vd n6n dugc khuy6n su dpng c6c.biQn ph6p tr6nh thai trong thoi gian di6u trf

bing Upirio vd 1 tuAn sau khi dung hAu thu6c cu6i ctng.

Phg nfr c6 thai

Tuong tg cric thu6c kh6c t6c dQng tryc ti{ip tr6n hQ renin-angiotensin-aldosteron, t<hOng,;r1$9nS

Uperio trong thdi kj, c6 thai (xem mgc CHONG CHI D[,NH). Uperio t6c <lQng d6i kh6ng

a.lgiotensin iI. po d6, kh6ng th6 loai tru nguy co cira thu6c tr6n thai nhi. Da c6 cdc biio c6o vd

t6ritfr""ng do thu6c ir6n sU phrit tri0n cria thai nhi (nhu siy thai tg nhi6n, thi6u 6i vh r6i loan
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trii c6u truc thich nghi. Valsartan ric chti t6c dQng c6 hai trdn tim mach vd tr6n th4n cta
angiotensin 2bingciich ric chti chqn lqc thu th6 AT1, d6ng thoi ric chti gi6i ph6ng aldosteron
phg thuQc angiotensin II.

Tr{c dgng dugc lgc hgc (PD)

T6c dung du-o. c lpc hoc cria Uperio dugc d6nh giii sau khi dtng li6u tlon vd li6u l4p lai tr6n
ngucri tinh nguyQn kh6e mAnh vd bQnh nh6n suy tim phir hqp voi t6c dgng ric chti d6ng thoi
neprilysin vd hC renin-angiotensin-aldosteron. Trong mQt nghiCn cuu 7 ngdy c6 d6i chtmg v6i
valsartan tr6n bQnh nhin gidm phdn su6t t5ng m6u (HFTEF), sri dung Uperio d6n d6n sy gia tdng
c6 y nghia nhtmg kh6ng bdn sg bdi titlt natri niQu, tdng GMP vdng trong nu6c ti6u vi ldm giim
MR-proANP vdNT-proBNP trong huy6t tucrng so vcvi valsartan. Trong m$t nghidn cuu 21 ngdy
tr6n bQnh nhdn c6 ph6n su6t t6ng m6ugi6m, Uperio lim giAm c6 y nghia ANP vi GMP vdng
trong nudc ti6u, GMP vdng trongluydt tucrng, gi6m NT-proBNP, aldosteron vd endothelin-l
trong huy6t tuong so v6i tru6c di6utri. Uperio ctng ric ch6 thu thC ATI th6ng qua viQc ldm
gi6m ho4t tfnh vd n6ng.dQ renin huydt tucrng. Trong nghiCn cuu PARADIGM-HF, Uperio ldm
giim NT-proBNP huy6t tuong vd tdng BNP huy6t tucrng, GMP vong trong nu6c ti6u so v6i
enalapril. Trong khi BNP ld mQt co chAt cria neprilysin thi NT-proBNP kh6ng phni ln co ch6t
ctra neprilysin. Do d6, NT-proBNP (chri 46rg phAi BNP) ld mQt ch6t chi di6m sinh hqc thich
hqrp dC theo ddi benh nh6n suy tim duo. c didu tri bing Uperio.

Trong mQt nghidn cuu lAm sdng ddnh.gi6 khoang todn di6n QTc thlrc hiQn tr6n nguoi tinh
nguy6n kh6e m4nh ld nam gioi dung li6u don 400 mg vd 1200 mg cho th6y Uperio kh6ng c6

t6c dQng tr6n sg t6i cgc c<v tim.

Neprilysin ld mQt trong s6 nhi6u.nzyq tham gia vdo thanh thii amyloid-B (AB) tir ndo vd dlch
n6o ttiy. Sri dqng Uperio 400 mg mQt lAn/nghy trong 2 tu6n tr6n ngucri tinh nguyQn khoe manh

ldm tdng nOng d9 AP 1-3S trong dich n6o tuy so vdi dung gii dugc; kh6ng c6 sy thay d6i vC

nOng ag aB t-+0 va t-+2-trongdich n6o tiry. 'f nghia l6m sirng cria ktit qu6 niy hiQn chua dugc

uictio (xem mec DU LIPU AN ToAN TIEN reu sANG).

Duqc ilQng hqc (PK)

Hdp thu

Sau khi dtrng dudng u6ng, Uperio giii ph6ng sacubitril, ch6t ndy sau d6 dugc chuy6n h6a thanh

LBQ657, vir valsartan. C6c chAt ndy d4t n6ng d0 djnh trong huy€t tuong tuong img sau 0,5 gid,

2 gio vi 1,5 gio. Sinh kha dpng tuyQt ddi ducrng u6ng cira sacubitril vi valsartan u6c tinh tuong

ung 2 60% vd23%.

Sau khi dung li6u Uperio hai lAr/ngdy, n6ng dQ ctra sacubitril, LBQ657 vi valsartan d4t tr4ng

th6i 6n dlnhirong vdng 3 ngay. O tr4ng thrii 6n dinh, sacubitril ve valsartan kh6ng tich lfry khAc

biqt 16 r6t, trong t f,i tiit lfry LBQ65 7 tltng 1,6 lAn. St dpng Uperio cirng v6i thric 5n kh6ng inh
huong c6 y nghia tr6n l6m.sang di5n n6ng dQ cria sacubitril, LBQ657 vi valsartan trong tudn

hoan. Mac dt c6 sp giim n6ng dQ cria valsartan trong tudn hoin khi dtng Uperio ctng voi thric

dn, viQc gi6m ndy kh6ng kdm theo viQc gi6m t6c dpng di€u tri tr6n ldm sang. Do d6, Uperio c6

th6 dung ctng ho4c kh6ng cirng voi thric 6n.

Phin b5

Uperio li6n ki5t mAnh v<ri protein huyi5t tuong (g4% - g7%). Qua so s6nh n6ng do tlong_hltfr
tuong vi trong dlch ndo tfry,,LBQ65J qy? hens119 161nao v6i mric d0 han ch6 (0,28%).

Uperio c6 th6 tfch phan b6 bi6u ki6n dao dQng tir 75L il0n 103 L.
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BQnh nhi (du6i 1S tu6i;
Uperio kh6ng nghidn cuu trdn bQnh nhi.

Nh6m chring tQc

Duoc dQng hoc cria Uperio (sacubitril, LBQ657 vd valsartan) kh6ng c6 sr,r khric biQt gifra cric
chring tQc vd ciic nh6m d6n tQc kh6c nhau (nguoi d,atiilng, ngudi di den, nguoi .frau7, Ntii
Bin vd c6c nudc kh6c).

Anh hu&ng cria gitfii tinh

Dugc dQng hqc cria Uperio (sacubitril, LBQ657 vi valsartan) kh6ng c6 sg khric biqt tr6n phu
nir vd nam gioi.

cAc NcHIEN CTIU T,A T SANG

PARADIGM-HF

Nghi6n cuu PARADIGM-HF ld mQt nghiOn criu da qu6c gia, ngSu nhi6n, mt d6i so s6nh Uperio
vd enalapril, duoc thpc hi6n tr€n 8442 benh nhen. Ca naittruO. doo. sr? dpng tr6n nguoi fon Ui
suy tim man tfnh, phdn lo4i NYHA.II-IV, c6 r6i lo4n chric ndng t6m thu 6han suAit6ng mau
tdm thAt triii < 40o ),tr6n ndn cric di6u tri suy tim khrlc. Ti6u chi <I6nh gia ciinh la ti le tri vong
do ciic benh tim m4ch (CV) hoflc nhap viQn do suy tim.

Tru6c khi tham gia vdo.nghiCn cuu, benh nhan dd dugc di6u tri tOt bang ciic philc d6 dieu trf
chu6n bao g6m cric thu6c ric chti men chuy6n hodc thu6c ric ch6 thp thSangiotensin (>ggoh|,
c6c thu6c chen beta (94%), cric thu6c khring aldosterone (58%) vi ctic thuSc lqi ti6u @%i'.
Thoi gian theo d6i trung binh ld27 thangvd bQnh nhin clugc di6u tri tcri 4,3 ndm.

Benh nhdn dugc ydu cAu ngimg di6u tri bdng cric thu6c ric ch6 men chuy6n hodc thu6c ric chti
thu th6 angiotensin vd tham gia vdo giai do4n khoi d6ng di6u tri mir don, trong d6 b6nh nhdn
dugc <Iii:u ta bang,enalapril l0 mg hai lAn/ngdy, sau AO ai6,, trl b6ng Uper:io 100 mg hai
l6n/ngdy, t6ng l6n d6n 200 mg hai l6n/ngdy. BQnh nh6n sau d6 du-o. c phdn nh6m ngdu nhi6n vdo
giai do4n mu d6i cria nghiCn cuu, hodc dung Uperio 200 mg ho{c enalapril 10 mg hai l6n/ngdy

[Uperio (n:4.209); enalapril Qr a.nl].
Tu6i trung binh cria quAn th6 nghi6n cuu ld 64 tu6i vd lgYo tir 75 tu6i trd l6n. Tai thoi ditim
phdn nh6m ngdu nhi6n,70o benh nh6n suy tim theo phdn lo4i NYHA d mric d0 II vd 25% tr
mric dQ IIVN.

Trong nh6m dung Uperio, T60/o b6nh nhan duy tri li6u dich 200 mg hai lAn/ngdy cho dtin khi
k6t thric nghi6n cuu (li6u hing ngdy trung binh 375 mg). Trong nh6m dtng enalapril, T5o/obQrrh
nh6n duy tri li6u dfch 10 mg hai l6n/ngdy cho d6n khi k6t thric nghidn cr?u (li6u trung binh hdng
ngdy ld 18,9 mg).

Uperio dd chrmg minh tinh urgt trQi c6 y nghia l6m sdng vd c6 ;f nghia th6ng kC so v6i enalapril,
ldm giim 20oh nguy co ttr vong do c6c benh tim mach ho4c nhap viQn do suy tim (tf s6 nguy
co (Hazard Ratio): 0,80, khoAng tin cfy (CI) 95% [0,73;0,87], p mQt phfa:0,0000002) so voi
enalapril. Tric dgng ndy dugc quan siit th6y scnn vd duoc duy tri trong thdi gian thri nghiQm. DQ

gi6m nguy ccr tuyQt d6i ARR ld 4,690 . Ghi nhfln giim c6 y nghia th6ng k6 cira ti le tri vong do
c6c bQnh tim m4ch vd tj lQ nhap viQn lAn dAu do suy tim (Tf lQ tti vong do ciic benh tim mach,
RRR 20%, HR 0,80; CI95% 10,71;0,891, p mQt phfa: 0,00004; vd nhfp viQn do suy tim RRR
2l%; HR 0,791' CI95% [0,7]; 0,89], p mQt phia: 0,00004); xem Bing 2 vd Hinh 1. DQt tu
chitim 45% s6lugng ca tft vong do bQnh tim mach vd dd gi6m 20o/otrongnh6m bQnh nhdn du-o. c
di6u tri bdng Uperio so v6i ,h9- bQnh nhdn di6u tri blng enalapril (HR 0,80, p:0,0082). Suy
gi6m chfc ndng t6ng miiu chi6m 26%o s6lugng ca tri vong do c6c bQnh tim mach vd d5 gidm
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Ilinh I

Thdi gian xuAt trign tr! vong dAu ti6n do bQnh tim mach holc
suy tim phei nhep vi6n trong nghien c['u PARADIGM-HF

Eudrng cong Kaplan-Meier cho ti6u chf g6p tl6nh gi6 chinh vir tfr vong do
bQnh tim m?ch
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- TRADENAME (N=a187)
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38604051

P<0.0001
HR (95o/6Cl):

0.799 (0.715, 0.893)

0 180 360 540 720 900 1080 1260

Time since randomization (days)
No. at risk

Enahpril

4187

4212

3,a2 2178 1716 1005 2W

323,1 2410 1726 991 279

* Enalapril (N=4212)

- TEN THUoNG MAr

Nhin chung, ty 19 nhap viQn do mgi nguyCn nhdn th6Lp hon tr6n nh6m benh nhen di6u tri bing
Uperio so vdi enalapril, bao g6m gitm 12% nguy co tuong dOi cho tan nfrap vi6n dAu tiCn @[
0,88 ICI 95%o:0,82;0,94], P<0,001) vd gi6m l6Yo ngty co tuong aoi so lin nhfp vi€n (RR 0,84
ICI 95%: 0,78; 0,911, P<0,001 ).

Khi d6nh gi6 theo bQ cdu hoi tg tri loi KCCQ (Kansas City Cardiomyopathy Questionnaire),
Uperio rtd cho th6y t6ng di6m l6m sdng t6t hcrn c6 ;f nghia li6n quan d6n cric triQu chimg suy
tim vi han chti v6 m4t vqn dQng th6 lpc dugc. 56 bCnh nhdn c6 cii thiQn bQnh theo phAn loai
NYHA tu thdi ditim tru6c di6u tri d6n thring thri 8 cao hcrn tr6n nh6m benh nhan dung Uperio
(16%) so v6i nh6m bQnh nhdn dirng enalapril (14%),vd it benh nhan bi ti6n tri6n suy tim ndng
hcrn theo phAn loai NYHA (10% so vor l3o/o o hai nh6m tucrng img).

Nghi6n clim TITRATION

Nghi0n cuu TITRATION ld mQt nghidn cuu v0 tinh an tofur vd khd nlng dung n4p k6o ddi 12

tuen tr6n 538 benh nhen bi suy tim m4n tinh Ohan lo4i NYHA d0 II-IV) c6 r6i lo4n chric nlng
tdm thu (phan su6t tdng miiu tdm thSt tr6i a35%) chua duo. c di6u tri bing cric thudc ric chi5

men chuy6n hodc thu6c ric ch6 thp th6 angiotensin ho{c dang thay d6i li6u cdc thu6c ric ch6
ACE ho4c ARB tru6c khi tham gia vdo nghiCn cuu. BQnh nhdn bit dAu dung Uperio 50 mg hai
l6n/ngdy, dugc diiiu chinh l6n 100 mg hai lAn/ngdy vd sau d6 d6n li6u dich 200 mg hai lAn/ngdy
trong vdng 3 ho4c 6 tu6n.

Nhin chung,76o/obenh nhdn dat d6n vir duy tri li6u dfch Uperio 200 mg hai l6n/ngdy md kh6ng
phii ngring thu6c hoflc gi6m li6u trong 12 tudn..S6 benh nhdn chua dugc di6utr! bdng crlg thudc
ric ch6 men chuyOn ho{c thu6c ric ch6 thp th6 angiotensin tru6c d6 ho{c tli6u tr! cr li6u thdp
(tucmg du.ong <.10 mg enalapril/ ngiy) d4t dugc vd duy tri Uperio 200 mg khi tdng lidu trong
vdng 6 tuin nhi6u hcrn so vcri 3 tudn.

Nghi0n cTim PARAMOUNT

Nghi6n cr?u PARAMOLINT ld mQt nghiOn cr?u l6m sdng ngdu nhiOn, mu d6i tr6n bQnh nhdn c6

phAn suAt t6ng miiu tam that tr6i > 45%o so srinh giira bQnh nh6n dtng Uperio 200 mg (n:149)
so v6i valsartan 160 mg (n:152) hai lAn/ngdy. Nghi6n cuu <15 

"4*ng 
minh thu6c ldm gi6m t! lQ

NT pro-BNP lcrn hon c6 f nghia th6ng kC tt hic ban ddu cho d6n tudn thri 12.Ty l0.gi6m-NT-
proBNP so v6i ban d6u tucrng t.u 6 tuan thf 12 vi 36 trong nh6m bQnh nhin dugc di6u trf bang

Uperio, trong khi NT-proBNF giam tir tuan D dlntuAn 36 trong nh6m benh nhan di6u tri bing
valsartan. S1r gidm colf nghia kich thu6c nhi tr6i, bao gdm ci th,5 tich nhi tr6i (p:0,0069) v1

duong kinh nhitrdi (p:0,033T dl<lugc ghi rfiEd tu6n 36. Sg c6i thiQn c6 y nghia th6ng k6 vO

mirc tIQ bQnh theo NYHA dd dugc ghi nhan d tu6n thfr 36 (p:0,0488).
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TUONG KY

Kh6ng,ip dUng.

BAo QUAN

Ydu cAu bio quan: Bio qu6n o nhiQt dQ kh6ng qu6 30oC. Trrinh am. Cit thu6c trong bao bi
goc.

Uperio phai dC xa tAm tay vd tAm nhin cia tr6 em.

HAN DUNG

36 thrlng k6 tu ngdy sin xu6t.

QUY CACH DONG GOr

Uperio 50mg: HQp 2 vi x 14 vi6n n6n bao phim.

Uperio 100mg: HQp 2 vi x 14 vi6n n6n bao phim.

Uperio 200mg: HQp 4 vi x7 vi6n n6n bao phim.

HUONG UAN STI DUNG vA THAo TAC

Kh6ng 6p dung.

Ccr s& sin xuit:
Nhi sin xu6t:

Novartis Singapore Pharmaceutical Manufacturing Pte. Ltd.

10 Tuas Bay Lane, 637461 Singapore, Singapore.

Nhi ilting g6i vir chiu trrich nhiQm xudt xu&ng:

Novartis Farma SpA.

Via Provinciale Schito 131

80058 Torre Annunziata (NA), -i.

Phi6n bfln: IPL Aug2Ol5/VN lun20l7

TM = trademark

TUQ.CI.]C TRLTING
P.TRIX}NG PHONG

9l*r,7,l,i,T,n gftnil
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