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HO CHIMINH

P

TAI TH

RTIS

UperiorM 50mg

UperiorM 100mg

UperiorM 200mg

Dgc kj hrbng ddn s{r
ttic dqtng khdng mong
DO xa tim tay tri em.

Thuiic btin theo iton.

dyng trrdrc khi dilng.Thdng bdo ngay cho bdc sj hogc drqc s! nhitng
muin gfu phdi khi sfr dqtng thuilc.

UO TA VA THANH PHAN

Deng bio ch6

Vi6n n6n bao phim.

50 mg: vi6n bao phim mdu tim nh4t hai mflt tOi vOi cric canh vdt, khic chim chfr "NVR" tr6n
mQt m4t Yd"LZ" tr6n m{t con l4i.

100 mg: vi6n bao phim mdu vang nh4t hai m{t l6i vcri ciic c4nh v6t, khic chim chir "NVR" tr6n
mQt m{t vd "L1" tr6n mit cdn l4i.

200 mg: vi6n bao phim mdu h6ng nhat hai m{t tOi voi c6c c4nh v6t, khic chim cht'NVR" tr6n
mQt m{t vd "Ll l" tr6n m4t cdn l4i.

HoSt ch6t

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

Uperio chria phric hq,p mu6i sacubitril vi valsartan.d4ng anion, cation natri vh c6c phdn trinu6c
theo tj'lQ pha.n tir tucrngtmg 1:l:3:2,5. Sau khi u6ng, Uperio phAn ly thdnh sacubitril (ti6p d6
sE duoc chuy0n h5a thinh LBQ657) vd valsartan.

Uperio 50mg, vi6n n6n bao phim: Vt6i vi6n n6n bao phim bao gdm24,3 mg sacubitrilvd25,T
mg valsartan (du<ri d4ng mu6i phric hqp sacubitril valsartan natri 56,551 mg)

Uperio l00mg, vi6n n6n bao phim: M6i vi6n ndn bao phim bao gdim 48,6 mg sacubitril vi 51,4
mg valsartan (du6i d4ng mu6i phric hqp sacubitril valsartan natri 113,103 mg).

Uperio 200mg,vi6n n6n bao phim: trrtdi viCn n6n bao phim bao gdm97,2mg sacubitril vd 102,8

mg valsartan (duoi dang mu6i phirc hqp sacubitril valsartan natri226,206 mg).

t

lA
_-rA

O{.i

=t

q

HPI_Uperio 50m9, 100m9, 200m9 _Singapore_ IPL version Aug 201SA/nese Jun 2017

1 t17

o

https://nhathuocngocanh.com/



Ti dugc

Cellulose vi tinh th6, cellulose dugc thay thti hydroxypropyl mtic th6p, crospovidon, magnesium
stearat (ngu6n g6c thuc v6t), talc vd silicon dioxid d4ng keo.

Tri dugc mang bao phim:

Hypromellose, titanium dioxid (E l7l), Macrogol 4000, talc, sit oxyd d6 (E 172)

Vi6n 50 vd 200 mg: sit oxyd den (E 172). Vi6n l00mg: sit oxyd vAng (E 172).

CHi DINH
Uperio dugc chi dinh diAu tri suy tim c6 triQu chimg d bQnh nhdn c6 rdi lo4n chric ndng tdm
thu. Uperio dd dugc chimg minh ldm giAm tj'lQ tir vong do benh tim mach vi nhdp vi6n do suy

tim so vcri enalapril.

Uperio cfrng cho th6ry ldm gi6m tj'lQ tir vong do mgi nguy6n nhdn so v6i enalapril.

LIEU DLING VA CACH DUNG

Li0u muc ti6u cira Uperio \d200 mg, hai lAn/ngdy.

LiAu khcri dAu duqc khuytin ciio ctra Uperio la 100 mg, hai lAn/ngdy. Li6u khoi ilAu 50 mg dung
hai lAn/ngdy dugc khuytln c6o cho benh nhAn dang kh6ng sir dgng c6c thu6c ric ch6 men chuy6n
angioteniin (ACE) ho4c thu6c chgn thp th6 angiotensin II (ARB) vd dugc c6n nhic dung cho

benh nh6n tru6c day d5 dtng c6c thu6c ndy o li6u th6p (xem msc CAC NCUIEN CI.ru fAVt
SANG).

N6n tang g6p d6i liAu cta Uperio sau m6i 2-4 tuAndtin li0u mgc ti6u 200 mg dtng 2 lAn/ngny
tty theo sg dung nap c[ra benh nhan.

D.o nguy co phtr m4ch tlng l6n khi dung tt6ng thcri v6j thu6c.ric ch6 men chuy6n, kh6ng.ndn bit
rlAu dtng Uperio trong vdng 36 gid sau khi ngtmg di6u tribing thu6c ric ch6 men chuy6n (xem
msc CHONG CHI DINH).

K46ng n6n dung d6ng thoi Uperio vdi thu6c chgn thg th6.angiotensin II do t6c dung chen thu

49 rylgl1{n II cria Uperio (xem muc CANH sAO va THAN TRQNG vd muc TIJONG
TAC THUOC).
N6u.bQnh nhAn gip c6c v6n aC ve Ura ndng dung nap (huy6t 6p tdm thu [SBP] < 95 mmHg, h4
huygt 6p triQu ch[mg, tang.kali m6u, r6i loan chric nang th4n), khuy6n c6o didu chinh li6u cdc
thu6c dtng d6ng thoi, chudn dQ gi6m li6u t4m thoi ho4c ngirng di€u trf bdng Uperio.

Kh6ngndn bit dAu diAu tri o nhirng benh nhen c6 n6ngdQ kali huy6t thanh > 5,4 mmol/l hoac
c6 huy6t rlp tdm thu < 100 mmHg (xem phdn CANH nAO VA THAN TRQNG). Ndn xem xdt
dtng li6u khoi dAu 50 mg, hai l6n m5i ngdy AOi vOi bQnh nhdn c6 huy6t 6p tdm thu > 100-110
mmHg.

Nhfrng Aiii tugng tlpc bi$t
Nh6m bQnh nhin cao tu6i

Li6u dung n6n pht hqp v6i chric ndng th4n cria bQnh nhAn cao tu6i.

Suy thin

HPI-Uperio 50m9, 100m9, 200m9 _singapore_ IPL version Aug 201SA/nese Jun 2o1l
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Suy gan

Kh6ng can diAu chinh liAu khi dtrng Uperio cho b6nh nhan suy gan nhg ghdn loai Child-Pugh
A). Kinh nghiQm l6m sang cdn h4n ctr6 O Uenn nhdn suy gan trung binh (phdn loai Child-Pugh
B) hoac c6 giittri AST/ALT cao g6p hai lan gi6i h4n tr6n cira mric-binh thuong. C6n thdn trqng
khi dung Uperio 6.nht"g benh nhan niry vd li6u khoi dAu dugc khuytin c6o ld 50 mg, hai l6n
m6i ngdy (xem phAn CANH BAo VA THAN TR9NG vd E{C riNH DUQC u/b Hqcl.
Ch6ng chi dlnh dung Uperio o bQnh nhdn suy gan ndng, xo gan mdt ho{c ri mft (phdn loai
Child-Pugh C) (xem pnan CHONG CHi DI-NH).

Nh6m bQnh nhin tr6 em

Kh6ng cin di6u chinh lii:u cv bQnh nhdn suy th4n nhe (t6c d0 lqc cAu th4n u6c tfnh [eGFR] 60-
90 ml/phriVl,73 m2). NCn xem x6t ding li6u khcvi dAu 50mg, hai lin mdi ngdy o benh nhAn suy
th4n trung binh (eGFR 30-60 mllphtt/\,13 -'). Do kinh nghiQm l6m sdng cdn r6t h4n chti o
benh nhAn suy thfn n4ng (eGFR < 30 mllphuttl,T3 .n') (xemphdn OAC fiNH DIJQq LU. C
HQC), c6n than trgng khi dung Uperio vd khuy6n c6o dtng li6u khdi <IAu 50 mg, hai lAn m6i
ngdy. Kh6ng c6 kinh nghiQm d bCnh nh6n b!benh than giai ilo4n cudi va kh6ng khuytin ciio sri
dung Uperio.

DQ an todn vi hiQu quA cria Uperio d tr6 em vd thi6u ni6n ducri l8 tu6i chua duo. c x6c dinh. HiQn
chua c6 dir liQu.

CACrr DTJNG

Dung dudng u6ng. C6 th6 dtng Uperio ctrng ho{c kh6ng cirng voi thtc 5n (xem mqc Dg.C
riNH D{Joc Lr/c Hec).

CHONG CHi DINH

o Qu6 mAn vdi ho4t ch6t, sacubitril, valsartan hoac b6t cri thdnh phAn tri dugc ndo.

. S&dung d6ng thcri vcri cdc thu6c tc ch6 men chuy6n (xem mpc CANH gAO va THAN
TRQNG, muc LIEU DLING VA CACH DUNG vi mpc TUoNG rAC TUUOC;.
Kh6ng n6n dtng Uperio trong vdng 36 gio sau khi drmg di6u tri bing thu6c ric ch6 men
chuyOn.

o B6nh nhdn c6 ti6n sir pht m4ch li6n quan d6n di6u tri bang c6c thu6c ric ch6 men chuy6n
ho4c thu6c ric chti thu th6 angiotensin.

. Suy gan n{ng, xo gan m4t ho{c ri m4t (xem phAn LIEU DLrNG VA CACH DUNG).

. Sq dpng rl6ng^thcri vcri aliskiren tr6n bQnh nh6n drli thrio duong typ 2 (xem mpc CANH
eAo va rHAN TRQNG vd msc TUONG TAc rHuoc).

. PhU Nfr C6 thAi (XCM MUC PHIJ NI-I CO KHA NANG MANG THAI, MANG THAI,
cHo coN BU vA SINH SAN).

cANg BAO VA THAN TRQNG

E4c k! hwdng ddn str dqtng trwfuc khi dilng. Ndu ciln thAm fi6ng tin, xin h,6i i' kiiin bdc si.

Thu6c ndy chi dilng theo sy k0 clon cfia bric si.

Il
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Phong tda k6p hQ Renin-Angiotensin-Aldosteron (RAAS)

than hanh tlQng di6u chinh ndy v6i nguy co qu6 tii th6 tich.

Suy gi6m chrfrc nlng th$n

N\tng bQnh nhAn

LIEU DTJNG VA
th4n n4ng (t6c dQ

lgc cAu than (GFR) u6c tinh < 30 ml/phtt/|,73 m2; va nhirng benh nhan ndy c6 nguy co cao
nfr6t ve ha huy6t rip (xem pnan UEU DIJNG VA CACH DUNG). Kh6ng c6 kinh nghiQm o
benh nhan bi benh than giai doqn cu6i vd kh6ng khuyi5n c6o sri dgng Uperio.

Chrfrc nlng thfln xdu ili

o

o

a

a

o

a

Kh6ng dung d6ng thdi Uperio v6i thu6c ric chti men chuy6n do nguy co phtm4ch. Kh6ng
n6n bit dAu dung Uperio trong vdng.36 gio sau khi ding liAu cu6i thu6c fc chti menchuy6n.
N6u ngring dung Uperio, di€u tr! bdng thu6c irc chO men chuy6n kh6ng n6n bdt ddu trong
vd.ne 3,6 gitr sau li6u cu6i cria Uperio (xem muc.CHONG CHI DINH, ffiBC LIEU DUNG
VA CACH DUNG, vd msc TIIONG TAC THUOC).

Th4n trqng khi dung d6ng thoi Uperio vdi cric thu6c ric chti tryc ti6p renin nhu aliskiren
(xem msc CHONG CHi pf-NH ui -u" T{JONG TAC THU6c;. fnOng dusc dung d6ng
thoi Uperio vdi aliskiren cho benh nhan drii thrio ducrng typ 2 (xem mqc CHONG CHI
DINH).

Kh6ng. dung d6ng thoi Uperio voi circ thu6c ric ch6 thu.th,5 angiotensin do tiic dgng chen

thu tht angiotensin II cria Uperio lxem mpc LIEU DLrNG V"A CACU DLrNG vd mpc

ruoNc rAc rHuoc).

H4 huy5t 6p

Kh6.ng n6n bit dAu diAu tri tru khi huy6t 6p tAm thu > 100 mmHg- Il}rq U_e"n nhdn c6

huytit 6p tdm thu < 100 mmHg chua dugc nghidn cr?u (xem phAn E$.C TINH DUQC LU. C

HQC).-C6. t*dng hqp ha huy6t 6p triQu chimg dd dugc biio c6o o nhyng benh nhdn di6u.trf
bing Uperio trong c6c nghidn cuu l6m sirng (xem phAn PHAN I-NG BAT LQI CUA
rHuOC), dic bigro bqnh nhdn > 65 tu6i, benh nhen bibenh th4n vd benh nhdn c6 huy6t 6p

t6m thu th6p (< I 12 mmHg). Khi bat dAu rli6u,tr! ho{c trong khi,chuAn d0 li6u Uperio, ndn

theo d6i huy6t rip thuong xuy6n. N6u h4 huy6t ap xhy ra, khuydn c6o chudn dQ gidm li6u
t4m thcri hodc ngimg diAu tri bing Uperio (xem phAn LIEU DLrNG VA CACH DI-ING).
NCn xem xdt diAu chinh li6u cira thu6c lgi ti6u, thu6c chdng tdng huy6t 6p dung d6ng thoi

. -.ivh di6u tri c6c nguydn nhdn khdc gdy ha huydt rip (vf dU giam th6 tich mrlu). H4 huy6t rlp
triQu chimg c6 nhi6u khA ndngxdy ra hcrn n6u bQnh nhan bi ginm.th6 tfch, vi du.do diAu tri
lgi titiu, h4n chtf mu6i trong cfr6 A9 an, ti6u chdy ho4c n6n. CAn <li6u chinh sy thitiu hgt natri
vd/ho{c giam th6 tich tru6c khi bat dAu diAu tri bing Uperio, tuy nhi6n, ph6i cAn nh6c cAn

D6nh giri bQnh nhdn suy tim n6n lu6n bao gdm <16nh gi6 chric ndng th4n.
suy th{n Sp ,a trung binh c6 nhiAu nguy cotf ha huyiit 6p (xem phdn
CACH DUNG). Kinh nghiQm l6m sdLng cdn r6t h4n chti o b6nh nhAn suy
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Srl dpng Uperio c6 thiS li6n quan ddn giAm.chuc.ndng th4n. Nguy co ndy c6 thiS tdng th6m do
m6t nu6c ho{c sri dung d6ng thdi v6i thu6c ch6ng uie* U,Ong steroid (NSAID) (iem phAn
TUONG TAC THUOC). NC; xem x6t gi6m li6u o if,rng bQnh nhan pnat sintr giim chric nang
thqn c6 f nghia l6m sang.

TIng kali miu

Kh6ng ndn b6t ilAu di6u tr! ntiu n6ng d0 kali huy6t thanh > 5,4 mmoyl. St dung Uperio c6 the
li6n quan.d6n.tang nguy co vC qang kali m6u, m{c du giim kali m6u ctng cO ttr6 xay ra lxem
phAn PHAN LNc BAT L.OI CUA THUOC). Khuytlr.ao theo d6i tati n[,6t thanh, dac biet d
,h"lg benh nhan c6 circy6u t6 nguy co nhu suy thdn, bQnh d6i th6o duong ho4c gi6m aldosteron
huydt hodc nhimg ngucri c6 ch6 dQ An nhi6u kali ho4c dang ding thuSc aOi mang corticoid
khoang (xem phdn LIEU DLrNG VA CACH DUNG). Ntiu Uenh rt an tang kali m6u c6 j nghia
l6m sdng, khuy6n crlo di6u chinh li6u crlc thu6c dirng d6ng thcri ho{c ctruAn dQ giem fduiam
thoi ho4c ngirng dtrng thu6c. Ndn xem x6t ngtng rliAu tri n6u n6ng ctQ kali huy6t thanh > 5,4
mmol/I.

Phri m4ch

Pht m4ch dd duoc ghi nhAn tr6n bOnh nh6n di6u tri bing Uperio. N6u phu m4ch xu6t hi6n, n€n
ngung dtng Uperio ngay vd c6 biQn phtip di6u tri thich hqp vi theo d6i cho d6n khi h6t hin cric
triQu chimg vd ddu hi6u l6m sing. Kh6ng duo. c dirng l4i Uperio. Trudng hqp yi triphu m4ch
duoc x6c dinh khu tru cr m4t vd m6i, phu mqch thucrng tg thorii lui md kh6ng cdn di6u tri, m6c
dtr c6 th6 sri dung thudc khrlng histamin AC tam giAm tri6u chimg.

Pht m4ch li6n quan d6n phu thanh m6n c6 th6 g6y tri vong. Ntlu phu m4ch xu6t hig., d lu0i,
thanh m6n ho{c thanh quin vd ld nguyOn nhdn gdy tic ngh6n ducmg tho, cin tri6n khai ngay
c6c biQn ph6p di6u tri thfch hqp bAng ti6m du6i da adrenalin 1:1000 (0,3 mL dtin 0,5 mL)
vdy'ho{c cric biQn ph6p cdn thi6t ae dAm b6o th6ng khi.

Chua c6 nghiCn ciru sir dpng thu6c tr6n nh6m benh nhen c6 ti6n st pht m4ch tru6c d6. Do c6c

BQnh nhdn da den c6 thd tdng m6n cAm v6i hiQn tuqng phu m4ch.

BQnh nhin hgp ilQng m4ch th$n

Tucrng tu ciic thu6c kh6c anh huong tr6n h6 renin-angiotensin-aldosteron, Uperio c6 th6 lim
tdng ure milu vd n6ng dQ creatinin huy6t thanh trdn bQnh nhin hgp 

{QnS 1ry.n 
th0n hai bOn ho{c

mQt bdn. Can than trgng tr6n nhirng benh nhAn hgp dQng m4ch th4n vd khuy6n ciio theo d6i

chr?c ndng th4n.

BQnh nhin vtri phin lo4i chftc nlng tIQ IV theo NYHA

CAn than trgng Lhi sri dgng Uperio cho benh nh6n NYHA d0 IV do kinh nghiQm ldm sang voi

d6i tuqng bCnh nhan niy con han ch6.

\
t

4
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E
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Peptid lgi niQu natri type B (BNP)

BNP kh6ng phni ld mQt ch6t chi dii5m sinh hgc thich hqp vd suy tim d benh nhdn di6u tri bing
uperio vi 

"o 
ta mQt co ch6t cria neprilysin (xem phin DAC TINH DUoC Lu. C HQC).
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BQnh nhin suy gan

Kinh nghiQm ldm sang c9n h4n chti d.lqrh nh6n suy gan trung binh (phin loai Child-Pugh B)

ho6c c6 girl tri AST/,{LT cao g6p hai lan gror h4n tren cua tn,i. Uint, thucrng. O nhirng bQnh

nf,an ray] nOng Aq c6 th6 tdng-l6n vi d0 ui toAt chua dugc x6c dinh. Do d6.khuyil .lg.$l
th4n trgng khi dung Uperio o nhirng benh nhdn niry (xem phdn LIEU DLING VA CACH DUNG

vdDAC liNU DI-IQC L-UC HQC). Ch6ng chi dinh dtng Uperio o nhfrng benh nh6n suy gan

n{ng, xo gan m4t ho'ac ri mf,t (ph6n loai child-Pugh c) (xem-phan cHoNG cHi DI,NH).

PHAN TNG BAT LOI CUA THUOC

T6m tit h6 so vC an toin

Crlcphan ung b6t lqi dd dugc brio crio thuong *uyS, nhAt.trong.khi di6u tri bang Uperio ld h4

huytit ilp, tdng kali m6u vi suy th4n (xem phAn CANH BAO VA THAN TRQNG). Pht m4ch

da duqc b6o c6o d bQnh nhdn di6u tri bang Uperio (xem m6 td circphin img b6t lqi chgn lqc).

DQ an tod,,n cria Uperio d benh nhAn suy tim man tinh dA dugc drinh

cnOt pARADIGM-HF pha 3 so siffi c6c bQnh nhdn dugc <li6u tri hai
200 mg (n:4.203) ho{c enalapril 10 mg (n:4.229). C6c benh nhan
nh6m Uperio dd dugc di6u tri trong thoi gian dtng thu6c trung vi ld
dd dugc di6u tri entretrong hon m6t ndm.

giil trong nghiCn cr?u then
tan m6i ngdy bang Uperio
dugc ph6n ng5u nhi6n vdo
24 thang;3.271 bQnh nhdn

Trong nghiOn cr?u PARADIGM-HF, cric d6i tugng tru6c ddy dd dugc diAu tri bing thu6c ric
cni5 aCe vh./hodc ARB vd ctng dE phii hodn thdnh thanh c6ng giai do4n di6u trf thri nghiQm
tudn tg bing enalapril vd Uperio (thoi gian dung thu5c trung vi theo thri tU ld 15 ngdy vd 29
ngdy) tru6c khi vdo giai do4n di6u tr! ngSu nhi€n, mu d6i. Trong giai do4n di6u tri tht nghiQm
bing enalapril, 1.102 benh nhan 00,5%) dd ngring diAu tri vinh vi6n, 5,6Yo do m6t phin.img
bAt lqi, thudng gap nh6t ld r6i lo4n chric ndng th1ri, 0,7%), tdng kali mriu (1,7%) vd h4 huy6t rlp
(1,4%). Trong giai doan di6u tri thri nghiQm bing Uperio,l0,4Yo bQnh nhdn dd ngimg di6u tri
vinh vi6n, 5,9oh do mQt phan rmg b6t lgi, thuong gAp nh6t ld r6i loan chric ndng th4n (1,8%),
h4 huy6t 6p (1,7%) vd tdng kali m6u (1,3%). Do ciic-truorg hqp ngirng dtng thu6c trong giai
do4n di6u tri tht nghi6m, t! lQ cric ph6n tmg b6t lqi nhu duoc trinh bdy trong bdng dudi ddy c6
th6 th6p hon tj'16 c6c phin img b6t lqi dU ki6n trong thuc hdnh ldm sdng.

ViQc ngirng tli6u trf do mQt ph6n
PARADIGM-HF d6 x6y ra 6 450
di6u tri bdng enalaprll (12,2%).

tmg b6t loi trong giai do4n di6u tri mu d6i cria nghi€n cr?u
bCnh nhan di6u tr! bdng Uperio (10,7%) vd 516 b6nh nhdn

Crlc phin tmg b6t lqi duqc sip x6p theo nh6m hQ co quan vd sau d6 theo t6n su6t, dAu ti6n li
cric phan img thucmg g4p nh6t, sri dpng quy u6c sau dAy: r6t thuong gap (> l/10); thunng g4p
(>.1/100 rltin < 1i 10); it gap (Z l/1.000 d6n< l/100); hi6m gap fZ r7r-O.OOiidtin <'t11.000");;6i
hi6m gap (< 1/10.000;. irong m6i nh6m tAn sudt, cac phan"ung U6t tqi dugc sip ,ep tfr"oit,i
tu mfc d6 nghi6m trong gi6m dAn.

Bing I Danh s{ch c{c phin fng Udt lqi
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Nhrim hQ co quan Thu$t ngfr uu ti6n LoSi tin sudt
Riii topn miu vi hQ b4ch huy6t Thi6u mriu Thucrng g4p

R6i logn mi6n dlch Qu6 m5n it elp
Riii logn chuy6n h6a vi dinh dutrng Tdng kali miiu* RAt thucrng gap

Gi6m kali mriu Thuong g4p

H4 dudng huy6t Thuong g4p

Riii to4n hQ thin kinh Choiing vring Thuong g4p

Nhric dAu Thucmg gdp

Ng6t Thucrng g4p

Ch6ng mat tu th6 it eip
niii toqn tai vi mO tl4o Ch6ng mit Thucrng g4p

R6i loan mach H4 huytit rlp* R6t thuong g4p

Ha huyt5t 6p th6 dtmg Thuong g4p

Riii to4n h6 h6p, nggc vir trung th6t Ho Thu<mg g4p

R6i loan ti6u h6a Ti6u chAy Thucrng g4p

Budn n6n Thuong g4p

Vi6m da ddy Thucrng g{p

Riii to4n da vi mO durfi da Ngia it eap

Ph6t ban ft gap

Phu m4ch* it gap

Riii lo4n th$n vh ti6t niQu Suy giAm chric ndng th{n* R6t thucrng g4p

Suy th4n (Suy th4n, suy

than cdp)
Thucrng g4p

Riii loqn toin thAn vi tinh tr4ng t4i ch5

dtng thu6c
MQt moi Thuong g4p

Suy nhugc Thucrng g4p

a

,L

)

* Xem md ti c6c phan ung b6t lgi chgn lgc.

M6 tA c6c phin img b6t loi chon loc

Phil mqch

rRQNG).

Tdng knli mdu vd kati huYAt thanh

phi mach dd duoc biio c6o d benh nhdn di6u tri bing Uperio. Trong nghiCn cr?u PARADIGM-

HF, phir mach d6 dugc b6o c6o 6 O,5o bqnh nh6n tli6u tri bing Uperi?, t9.19.0,2% benh nhdn

dicuiri bing enalap.it. ry lQ phu mach cao hon dd dusc quan s6t ttriy 
-o !9$t. tll S:-":,1:

den di6u tri bing Uperio Q:4D vd enalapril (0,5%) (xem phAn CANH BAO VA THAN

(
rl
J
J
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TrongnghiOnct?uPARADIGM-HF,tdngtlllryllYa1o:gd0kalihuy€tthanh>5'4mmol/l
d6 dugc b6o c6o ttreo ttui tlr 0 1 t,O't ui tgt,|o/o bQrthnfran aieu tri bang Uperio vd 74'0oh vit

il,ivrbOnh nhan diAu tri bdng enalapril'

Huy€t dp

Trong nghien cuu PARADIGM-HF, h4 huy6t up 
Yd 

hyl6J 6p tdm ttry ttrin c6,1i nghia ldm sdng

(< 90 mmHg vd giim so v6i ban diu , iO ..ffg) ai auqc b6o c6o theo thri tv 6 17 
'6%o 

vit

4,76yobenh nhan <Ii6u tri bdng Uperio so vdi ll,9oi'vit2,67ohbQnh nh6n di6u tri bing enalapril'

Suy thQn

Trong nghi6n cuu PARADIGM-HF, suy th4n d5 dugc b6o c6o b l1,lohbenh nhdn di6u tri bing

uperio iatt5bbenh nhan di6u tri bing enalapril'

Th\ng bdo cho bric st nhtng tdc dyng khilng mong mudn gdp phdi klti sit dqng thuilc'

TTIONG TAC THUOC

Tutrng tic thu6c chdng chi illnh

C6c thu6c ric ch6 men chuy6n angiotensin (ACE): Chdng chi dinh st dqng d6ng thoi Uperio

;;;;;il;;.1r6 ;., ;t"ycn d-o su ric chti aong tnoi cia neprilysin (NEP) vd thudc irc chti

men chuy6n c6 th6 lim tang nguy co phu m4ch. 4h6ng bit rtAu sg dpng Uperio trong.vdng 36

gid sau hl d*e ti6u cudi ttu6. l. .r,C men'chuy6n. Khdng.bal aAu aidu tri Ullg^,ry*:.^.1:
men chuy6n trong vdng.30 g:O sau \hi dtng li6u cu6i Uperio (xem mgc CHONG CHI DNH
vi msc LIEU DUNG VA CACH DI-ING).

Aliskiren: Ch6ng chi dinh su dgng d6ng thcri Uperio cho benh nh6n d6i th6o ducrng typ 2 (xem

mpc CHONG CHI D[-NH).

Tuong tr{c thuiic khuy5n c{o kh6ng sfr dgng tl6ng thcri

Kh6ng n6n.dtng d6ng thcri Uperio vdi thudc chgn thp th6 angiotensin ll (ARB) do

chgn thg th6 angiotensin II ctra Uperio (xem mr;c CANH eAO Va THAN TRQNG).

N6n trrinh dirng thu6c ddng thoi voi aliskiren trdn benh nhan suy thdn (TOc d0 lgc cAu th4n u6c
tinh < 60 ml/phrit/1.73 m2) (xem mpc CANH gAO va THAN TRQNG).

Tucrng trlc dfl tlugc ghi nh$n cin cffn nhic khi phSi hqp

Cr{c Statin: C6c dir liQu in vitro cho thAy sacubitril fc ch6 c6c hg van chuy6n OATP 1 B I vd
OATPI83. Do d6, Uperio c6 th6 ldm tdng n6ng dQ todn thdn cta ciic co ch6t cira OATP1Bl vi
OATPIB3 nhu ciic statin. Sri dUng d6ng thoi v6i Uperio ldm ting gdp <l6i n6ng dQ Cmax cria
atorvastatin vi ciic ch6t chuy6n h6a cria thu6c vi lirm ting dtin 1,3 lan diQn tich ducri dulng
cong AUC. Do d6, n6n thqn trgng khi dirng d6ng thoi Uperio voi c6c statin.

tlc chii PDES bao gdm sildenafil: Dtng th6m <I6ng thoi li6u don sildenafil ctng v6i Uperio d
tr4ng th6i 6n dinh tr6n bQnh nhdn tdng huytit 5p gdy ha huytit rlp m4nh hon so v6i dtng Uperio
dcrn dQc. Do d6, n€n th{n trgng khi bat dAu dtng sildenafil ho{c thu6c ric chti PDE-5 kh6c cho
bQnh nhan duo. c didu tri bing Uperio.

dung
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Tucrng tfc thuSc cri th6 xu6t hipn cin tlugc cfln nhic khi phiii hqp

Kali: Sri dpng d6ng thoi vcri ciic thu6c lqi ti,5u git kali (nhu triamteren, amilorid), cric thu6c
AOi mrang thu th6 corticoid khoring (nhu spironolacton, eplerenon), .d;hilhili2i;;;il;lt
ho{c ciic d4ng mu6i c6 chila kali c6 th6 d5-n d6n lim tang n6ng d0 kali huy,ii thanh "e;d;6;,].ng ,9i99: creatinin huy6t thanh. Khuy6n cilo theo d6in6ng $0 kali huy6t thanh n6u sri dung
d6ng thoi uperio vcri cric thu6c ndy (xem mgc cANH sAo va rHAN ingNc;.
Cic thuiic khr[ng viOm kh6ng steroid (NSAID) bao g6m ciic thu6c ric chtS chon loc
cyclooxygenase-2 (c6c thu6c ric ch6 COX-2): TrOn bQnh nh6n cao tu6i, benh nh6n bi giim th6
tich tuan hoan (bao g6m c6c bQnh nhdn dang di6u tri bing thu6c lqi ti6u), hoac bQnh nhdn c6
chric ndng th6n. suy giam, sri dung d6ng thcri Uperio vd c6c thu6c NSAID c6 thiS d6n dtin tang
nguy co ldm x6u di chric ndng th4n. Do d6, khuytin ciio theo d6i chfc ndng th6n nri Uat aAi
hoflc thay AOi aiAu tr! tr6n benh nhan dang dung cac thu6c NSAID st dung d:6ng thoi Uperio.

Lithi: Khi nlng tuong t6c thu6c gita Uperio vd lithi chua du-o. c nghidn cr?u. Tdng n6ng dQ lithi
huyiSt jhanh c6 h6i phuc vi <tQc tinh dE duqc ghi nhan khi sri dung d6ng thoi lithivcyi .7. if,uO"
fc ch6 men chuy6n holc ciic thu6c COi Urang thp th6 angiotensin II. Do d6, khuy6n c6o thfn
trgng theo d6i n6ng dg lithi huytit thanh khi st dgng d6ng thdi v6i Uperio. N6u su dung cung
mQt thu6c loi ti6u, nguy co dQc tinh cta lithi cdn c6 thi3 tang th6m.

Cric chit v$n chuy6n OATP vir MRP2: Ch6t chuyOn h6a c6 ho4t tinh cria sacubitril (LBQ657)
vir valsartan li co ch6t OATPIBI, OATPl83 vd OAT3; valsartan cfrng ld c<y ch6t MRP2. Do
d6, sri dpng d6ng thdi Uperio vcyi c6c thu6c ric ch6 OATP I B 1, OATP I83, OAT3 (nhu rifampin,
cyclosporin).hoac MPV (nhu ritonavir) c6 th0 lam tdng n6ng dg LBQ657 ho{c valsartan tucrng
img trong tudn hodn. C6n th{n trgng khi bdt ddu ho{c ngimg di6u tri v6i c6c thu6c ndy.

Tutrng tdc kh6ng c6 y nghia

Tucrng trlc thu5c-thu6c kh6ng c6 y nghia trdn l6m sdng dd ctugc ghi nhan khi sri dgng <t6ng thcri

Uperio voi furosemid, digoxin, warfarin, hydrochlorothiazid, amlodipin, metformin,
omeprazol, carvedilol, nitroglycerin ducrng tinh m4ch ho4c d4ng k6t hqp levonorgestrel/ethinyl
estradiol. Kh6ng c6 tucrng t6c ctra thu6c v<ri atenolol, indomethacin, glyburid ho4c cimetidin.

Cdc tuong tdc,qua trung gian CYP 450: C6c nghi6n cuu chuyi-ln hoa in vitro cho th6y kh6 n[ng
tucrng t6c thu6c tr6n CYP 450 thdp do Uperio it chuy6n h6a qua h0 enzym CYP 450. Uperio
kh6ng gAy c6m img ho4c itc ch6 enzym CYP 450.

PHU NI.ICO KHA NANG MANG THAI, MANG THAI, CHO CON BU VA KHA NANG
SINH SAN

PhB nti c6 khi nlng mang thai (vi cic biQn phip trinh thai n6u c6)

Php nt c6 khi ndng mang thai n6n dugc tu v6n v6 nh&ng hQ qu6 cta viQc sir dgng Uperio trong

khi mang thai vd n6n dugc khuydn st dgng c6c.biQn ph6p tr6nh thai trong thoi gian di6u tr!
bAng Uperio vd 1 tuin sau khi dirng hAu thu6c cu6i cirng.

PhB nfr ct6 thai

Tucrng ty c6c thu6c kh6c t6c dQng tryc tii5p tr6n hQ renin-angiotensin-aldosteron, kh6ng st dgng

Uperio trong thoi ky c6 thai (xem muc CHONG CHI DINH). Uperio t6c dQng.Agi mang
angiotensin II. Do d6, kh6ng th€ lo4i tru nguy co cira thu6c trdn thai nhi. Da c6 chc b6o c6o v0

t6rithucrng do thu6c tr6n sp phrit tri6n cria thai nhi (nhu s6y thai tg nhi6n, thi6u 6i vd r6i lo4n

M

It
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chirc n6ng th4n d tr6 so sinh) khi ngucri m9 mang thai dtng valsartan. Benh-nhan n6n dugc

khuyen nE,*g Uperio ngay sau khi mang thai vir th6ng b6o cho b6c si cta minh'

Phg nir cho con brl

Hi6n chua bi6t Uperio c6 bii tirit vdo sta me hay kh6ng Thanh phdn cria Uperio, sacubitril vd

valsartan bii ti6t vdo sira chuQt cOng mf (*.. tnu. nff llEU AN TOAN PHI LAI\4 S+NG)

Do nguy co circ phan ung Uai tqi cO the xdy ratr6n tr6 so sinh vir tr6 nh6 bf m9, khuy0n c6o

kh6n! i*g up"iio trong'th<ri gian cho con bri. N6n cdn nhic q"yct dinh ngimg .-h: .9" 
P.l

ho4c ngrmg dirng Uperio-trong tfroi gi* cho con bri, c6 tinh d6n tAm quan trgng cira Uperio d6i

voi nguoi me.

Khi nlng sinh sin

Chua c6 c6c dt lieu v6 t6c dgng ctra Uperio tr6n khd ndng sinh sAn cira nguoi. Thu6c khdng 6nh

huong dtin khn ndng sinh san da duoc chimg minh trong c6c nghi6n cr?u v6i Uperio tr6n chuQt

c6ng duc vi crii (xem muc DtI LIEU AN TOAN PHI LAM SANG).

ANg HUONG DEN KHA NANG LAI XE VA VAN HANH MAY MOC

Kh6ng c6 nghi$n cuu li6n quan dugc ti6n hanh. CAn than trgng khi sir dpng miiy m6c ho4c l6i

xe, do u6ng thu6c c6 thC g6y ch6ng mdt vh mQt moi.

QUA LIEU

C6 it circ dir liQu vd sri dpng qu6 liOu Uperio tr6n nguoi. Tr6n ngudi tinh nguyQn kh6_e manh,

li6u don Uperio 1200 mg ra qbO mg da li6u (14 ngey) dd dugc nghiCn cuu vd cho thAy thu6c

dugc dung n4p t6t.

Ha huyiSt 6p ld triQu chimg qu6liAu thucrng g4p nh6t do t6c dpng h4 huy6t rip cria Uperio. Ei6u
tritriQu chimg n6n duoc thWc hiQn.

Kh6ng lo4i dugc Uperio bdng lgc mriu do thu6c li6n k6t manh voi protein huyiit tuong.

Dac riNu Duqc Lu. c HQC

Nh6m tlii:u trl: Circ tirc nhdn ho4t dQng tr6n hQ th6ng renin-angiotensin; Angiotensin II, d4ng
k6t hqp kh6c.

Md ATC: C09DX04

Co ch6 tic dgng (MOA)

Uperio ric chd theo ccv chti tric dpng moi cria ch6t ric chri thu th6 angiotensin neprilysin (ARNI)
bdng c6ch.ric ch6 d6ng thdi neprilysin (endopeptidase trung tinh; NEP) th6ng qua LBQ657- ld
chdt chuy6n h6a c6 hoat tinh cira ti6n thu6c sacubitril vd bing c6ch fc ch6 thg th6 angiotensin
II typ I (ATl) cta valsartan. HiQu qui b6 trg tr6n tim mach vd tiic dung tr6n th4n cria Uperio
tr6n bQnh nhdn suy tim li do LBQ657 ldm tdng n6ng dQ cilc peptid bi ph6n hiry boi neprilysin
nhu natriuretic peptides (NP) vi tric dung ric chC d6ng thdi t6c dung b6t lcyi cria angiotensin II
boi valsartan. C6c NP th6 hiQn t6c dpng th6ng qua hoat h5a thp thii guanylyl cyclase gln tr6n
mhng dAn ACn ldm t[ng n6ng tlQ c6c guanosin monophosphat vong truyAn tin thr? c6p (cGMP),
do tI6 thric dAy sg gi6n mach, tdng thii trir natri vd lqi ni6u, tdng t6c d0 lgc cAu thdn vd tlng lrru
luqng m6u qua thfn,,ric ch6 gi6i ph6ng renin vd aldosteron, gi6m ho4t dQng giao c6m, tiic dgng
ch6ng phi dai vi ch6ng xo h6a. Ho4t h6a k6o ddi hC renin-angiotensin-aldosteron d6n d6n co
m4ch, gifr nu6c vd mu6i 6 th4n, kich ho4t su sinh trucrng vd nhdn l6n cria t6 bao vd h6u qui g6y

10 t17
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t6i c6u truc thfch nghi. valsartan fc ch6 t6c dQng c6 hai tr6n tim m4ch vd tr6n th6n ctaangiotensin 2binggric_! ric ch6 chon lgc thr; th6;n, d6ng t J,i"-.r,e siai ,fru;;'"rlfr"lJiphu thu6c angiotensin II.

Tr{c dgng du-oc lgc hgc (pD)

T6c dpng dugc lgc hgc cira Uperio tlugc drffi giii sau khi dung li6u don vd 1du lap l4i tr6n
nguoi tinh nguyQn khoe m4nh vd bQnh nh6n suy tim phu hqp ""i ttlc dung ,i.-.rr5 [ari tiJi
neprilysin vd h6 renin-angiotensin-aldosteron. Trong m6J nghign ctru 7 n!aj,3o doi ctrririg voi
valsartan tr6n bQnh nhdn gi6m phdn sudt t6ng mriu 6trrEn;, sri dgng Uperio aanAc" su gia"tdng
c6 y nghia nh,mg kh6ng bdn sg bdi titit natriniQu, tang GMP vdng trong nu6c ti6u vd ldm giAm
MR-proANP vd NT-proBNP trong huy6t tucrng so vdivalsartan. Trong m6t nghien cuu 2l igdy
trdn bQnh frT.ip!:, su6t t6ng m6ugiim, Uperio ldm gi6m cO 1i nghia aftp va cMp vdng
trong nu6c ti6u, GMP vdng tronghuyiSt tuong, giam NT-proBNP, aldosteron vd endothelin-l
trong.huy6t tycrng so vdi tru6c di€u iri. up.rio cung ric che ths tira eii ii6ng quu vi6c ldm
gi6m ho4t tinh vd n6ng.d6 renin huy6t ir*g. Trong nghiCn cr?u PARADIGM-HF, Uperio ldm
ginm NT-proBNP huy6t tucrng vd tdng BNP huytit tucrng, GMP vong trong nu6c tii5u so v6i
enalapril. Trong khi BNP li mQt co ch6t cria neprilysin thi NT-proBNP kh6ng phni ld co chAt
cria neprilYtil.?9 d6, NT-proBNP (chri Q6rg phAi BNP) ld mQt ch6t chi rtiiSm sinh hoc thfch
hgp d6 theo ddi bQnh nhdn suy tim duo. c didu tri bing Uperio.

Trong m6t nghidn cr?u l6m sang d6nh.giri khoing todn di6n QTc thuc hi6n tren ngudi tinh
nguy6n kh6e manh li nam gi6i dung li6u don 400 mg vd 1200 mg cho th6y Uperio kh6ng c6
t6c tlQng tr6n sr,r t6i cgc cry tim.

Neprilysin li mQt trong s6 nhi6u
n6o tiry. Sri dpng
ldm tdng n6ng tIQ

.nzynl tham gia vdo
mQt lAn/ngiy trongUperio 400 mg

AB 1-38 trong dich ndo triy so v6i dung gie
nong d0 Ap 1-40 vd l-42trongdich n6o

thanh thdi amyloid- p (AB) tri n6o vd dich
2 tuitn tr6n nguoi tinh nguyQn kh6e manh

dugc; kh6ng c6 su thay d6i v6
cira k6t qu6 niy hi6n chua duoctiry. Y nghia l6m

TIEN TAU SAN
sirng

G).

J

-.-aal.\l24>l
'4l,Ll

bitit ro (xem muc PtI frcU AN TOAN

Duqc ilQng hqc (PK)

Hdp thu

Sau khi dung duong u6ng, Uperio giii ph6ng sacubitril, ch6t ndy sau d6 duoc chuy6n h6a thenh
LBQ657, vd valsartan. Ciic chdt ney d4t ndng dO dinh trong huy6t tucrng tucrng img sau 0,5 gid,
2 gid vd 1,5 gid. Sinh kha dpng tuyQt aOi ducrng u6ng cira sacubitril vi valsartan u6c tinh tucrng
ung ) 60% vit23%.

Sau khi dung li6u Uperio hai lir/ngdy, ndng <IQ cria sacubitril, LBQ657 vir valsartan dat trang
th6i 6n dinh trong vdng 3 ngdy. O tr4ng th6i 6n dinh, sacubitril vd valsartan kh6ng tich lfry kh6c
biQt 16 rQt, trong khi tich lfiy LBQ657 tdng 1,6 lAn. Sri dgng Uperio ctng v6i thric 6n kh6ng inh
hu&ng c6 f nghia tr6n l6m sang d6n n6ng tIQ cta sacubitril, LBQ657 vd valsartan trong tuan
hohn. M{c du c6 sy gi6m n6ng dQ cria valsartan trong tu6n hoan khi dtng Uperio ctrng voi thric
5n, vi6c gidm ndy kh6ng kdm theo viQc giim t6c dgng di6u tritr6n l6m sdng. Do d6, Uperio c6
th6 ding ctng ho4c kh6ng ctrng vcri thtic dn.

Phin b6

Uperio li6n k6t manh vdi protein huy,5t tucrng (94% - 97%). Qua so sanh n6ng dQ trong huytit
tunng vir trong dlch n6o tiry,. LBQ6 57 qta hing riro mriu ndo voi mric d0 han ctte p,Zwo\.
Uperio c6 th6 tich phdn b6 biOu ki0n dao dQng tir 75L d6n 103 L.

Al

;
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Chuy6n h6a sinh hgc/ChuY6n h6a

Sacubitril dE chuyen thanh LBQ657 boi c5c men esteras.e; LBQ657 .t"196.991t 
duoc ti6p tuc

chuy6n hoa voi *ric6;;;g [6.-v"rt*"n fugc. 
crrlyin h6a o mric d0 toi thi6u' chi khoang

;;7.lia;;;sc tim,iray a.,oiaa,rg ch6t chuy6n'h6u. Ch6t chuvdn h6a d4ng hvdroylh9.?-dY?:

;;;;trh o rong d9 thap trong huy6t tuong (<10%y Do sacubitrif vi Yulfttln 
it chuven hoa

qua trung gian CVp+J6, st ilrng itOng tioi thu6c niry v6i c6c loai thu6c t6c dQng tr€n hQ

iyp+SO-tfrOng gay Anh hucrng d6n duo. c d6ng hqc ctra thu6c.

Thii trtr
Sau khi dtng ducrng u6ng, 52%-68% sacubitril (chri y6u du6i d4ng LBQ657) vi khoang 13%

valsartan vd c6c.h6t;h";6n h6a ctra n6 dugc thii ty qrru nu6c ti6u; 37%-48% sacubitril (chir

y6;;;A aanJ reqo5D;e 86% valsartan vi c6c chAt chuy6n h6a cira n6 thii tru qua phan.

Sacubitril, LBe657 vd valsartan ilugc thii trri kh6i huy6t tucrng v6i thoi gian ban thii trung

binh (trp) tuong img kAoan g 1,43 gid, 1 1,48 gio vd 9,90 gid'

Tuy6n tinh/Kh6ng tuy6n tinh

Dugc rtQng hqc cira sacubitril, LBQ657 vi valsartan tuy6n tinh trong khoing li6u tht nghiQm

(50 - 400 mg Uperio).

QuAn th6 d?c biet

BQnh nhAn cao tudi

N6ng dg LBQ657 vir valsartan
vdi c6c d6i tuqng tr6 hon.

Suy gi6m chrfrc nlng thfn

tdng o cric d6i tugng tr6n 65 tu6i theo thri tg ld 42% vd 30% so

MQt str tucrng quan dd dugc quan srit th6y gifra chric ndng th4n vd n6ng dg LBQ657 toin thAn

o nhtng bQnh nhdn suy thAn nhe d6n n{ng.N6ng d9 LBQ657 o nhirng benh nhan suy th4n trung
binh (30 mllphitll,T3 m2 < eGFR < 60 m1/phit/1,73 m2; ve suy th6n nang (15 ml/phutll,73 m2

< eGFR < 30 ml/phttll,73 m2) cao hcrn gdp 1,4 lAn vd,2,2lAn so v<ri nhirng benh nhan suy th4n
nhg (60 mllphttll,T3 m2 < eGFR < 90 ml/phtt/|,73 m2; - nh6m bQnh nhin lcrn nh6t tham gia
vdo nghi6n cr?u PARADIGM-HF. N6ng d6 valsartan tucrng tg o nhirng bQnh nhdn suy th4n
trung binh vi ndng so v6i nhirng bCnh nhan suy th4n nhg. Chua c6 nghiCn cuu ndo dugc thgc
hiQn o nhirng bQnh nh6n dang dugc th6m phdn. Tuy nhi6n, LBQ657 vd valsartan gin k6t cao

v6i protein huy6t tuong vd do d6 kh6ng dugc loai bo hiQu qud bAng thAm ph6n.

Suy giim chri'c nlng gan

O nhUng benh nhan suy gan nhe d6n trung binh, n6ng dQ sacubitril tdng theo thir tg g6p 1,5 lAn
vit 3,4lan, LBQ65 7 tdng g6p 1,5 lAn vd 1,9 lAn, vd valsartan tang gdp 1,2 ldn vd 2,I l6n so v6i
c6c i16i tugng kh6e manh phu hqp. Tuy nhi€n, o nhirng benh nhdn suy gpn nhe <t6n trung binh,
n6ng dQ LBQ657 tg do tlng theo thf tW g6p 1,47 ldnvd 3,08 lAn, vi n6ng dQ valsartan tu do
tdng theo thri tp la 1,09 lAn vd 2,20ldn so v6i cric d6i tuqng khoe m4nh pht hqp. Uperio chua
duo.c nghiOn cr?u o nhirng benh nhan suy gan n{ng, xo gan m4t ho{c ri m4t (xem phAn CHONG
cHi EINH vi cANH eAo va rHAN TRqNG).
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BQnh nhi (durfi rS tu6i)
Uperio kh6ng nghi6n cuu tr6n bCnh nhi.

Nh6m chring tQc

Dugc dQng hgc cria Uperio (sacubitril, LBQ657 vd valsartan) kh6ng c6 su khric biQt giira c6cchring tQc vd ciic nh6m d6n tOc kh6c nhau (nguoi da tr6ng, ngudi da den, ngucri#;Z;il;;Bin vd c6c nudc khric).

Anh hu6lg cria girfi tinh

Dugc dQng hqc cfra Uperio (sacubitril, LBQ657 vd valsartan) kh6ng c6 sy kh6c bi6t tr6n phu
nfr vi nam gi6i.

CAc NcruEN CuU r,AvT SANG

PARADIGM-HF

Nghi6n ciru PARADIGM-HF ld mQt nghiCn cr?u da qu6c gia, ngSu nhi6n, mt d6i so silnh Uperio
vd enalapril, duoc thwc hi6n tr€n8442 benh nhan. Ca haithu6. doq" sr?dung tr6n nguoi fcyn Ui
t:v tiT m9 tf1!, phdn loai NYHA.II-IV, c6 r6i lo4n chric ndng tdm thu tp[a" su6it6ng mriu
tdm thAt trili < 4oyo),trdn ndn c6c di6u tri suy tim khric. Ti6u chi drinh giri 

"iint ld ti lC tir-vong
do cilc bQnh tim mach (CV) hoac nhQp vi6n do suy tim.

Tru6c khi tham gia vdo.nghi6n cuu, benh nhAn dd duo. c di6u tri.t6t bdng cric phric d6 di6u tr!
chuAn bao g6m crlc thu6c tc ch6 men chuy6n ho{c thu6c ric ch6 thu thdangiotensin (>g9%),
cric thu6c chen beta (94%), c6c thu6c khdng aldosterone (55%) vd ciic thu6c lqi ti6u (83r/r;.
Th<ri gian theo d6i trung binh ld27 thangvd bcnh nhan duoc di6u tritoi 4,3 ndm.

Benh nhan dugc y6u cAu ng,mg <li6u tri b[ng crlc thu6c ric chti men chuy6n hodc thu6c ric chri
thp thd angiotensin vi tham gia vio giai. dgan khoi <IQng <1i6u.tri mu don, trong d6 bQnh nhdn
dugc didu tr! bAng.enalapril 10 mg hai lAn/ngdy,.uu d6 di6u tri bang Uperlo 100 mg hai
l6n/ngiy, tlng l6n d6n 200 mg hai l6n/ngdy. BQnh nhAn sau d6 dugc phdn nh6m ngSu nhi6n vdo
giai do4n mu d6i cria nghi0n cuu, ho{c ding Uperio 200 mg ho4c enalapril 10 mg hai l6n/ngdy
[Uperio (n: 4.209); enalapril (n: 4.233)].

Tu6i trung binh cria quin thti nghiCn cr?u ld 64 tu6i vd lgoh tu 75 tu6i trd l6n. Tai thoi di6m
phdn nh6m ng6u nhi6n, TO|A bQnh nhdn suy tim theo phdn lo4i NYHA d mric d6 II vi 25% 6
mtc tlQ III/IV.

Trong nh6m dung Uperio, T6Yo bQnh nhdn duy tri li6u dich 200 mg hai lin/ngdy cho d6n khi
k6t thric nghiCn cuu (li6u hdng ngdy trung binh 3,75 mg). Trong nh6m ding enalapril,T5o/obQnh
nhin duy tri li6u dich l0 mg hai l6n/ngdy cho dOn khi k6t thric nghidn crru (li6u trung binh hdng
ngdy ld 18,9 mg).

Uperio dd chimg minh tinh vugt trQi c6 f nghia l6m sdng vd c6 y nghia thting k6 so vcyi enalapril,
lim gi6m 20Yo ngty co tti vong do c6c benh tim m4ch hoac nhap viQn do suy tim (tf s6 nguy
ccr (Hazard Ratio): 0,80, khofurg tin c{y (Cl) 95% 10,73;0,871, p mQt phia:0,0000002) so v6i
enalapril. T6c dgng ndy dugc quan s6t thAy s6m vir dugc duy tri trong thdi gian thir nghiQm. DQ

gi6m nguy co tuyQt aOi enn DL4,69yo. Ghi nhan gi6m c6 y nghia th6ng k0 cta ti le tir vong do
c6c bQnh tim m4ch vd tj' lQ nh{p viQn tan aAu do suy tim (Tf lQ tir vong do ciic benh tim m4ch,
RRR 2002, HR 0,80; CI95% f0,71;0,891, p mQt phia: 0,00004; vd nhQp viQn do suy tim RRR
2l%; HR 0,79; CI95yo 10,71; 0,891, p mQt phia: 0,00004); xem Bing 2 vd Hinh l. DQt tu
chi6m 45% s}lugng ca ttr vong do bQnh tim mach vd dd gi6m 20ohtrongnh6m bQnh nhdn dugc
di6u tri bing Uperio so vdi nh9- benh nhan di6u tri bing enalapril (HR 0,80, p: 0,0082). Suy
gi6m chric ndng t6ng mdu chi6m 26%o s6luqng ca tt vong do c6c bQnh tim m4ch vd dd giim

-f,
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zlohtrongnh6m benh nhan diAu tri b6ng Uperio so v6i nh6m benh nhan di6u tri b6ng enalapril

(HR 0,79; p:0,0338).

Sp giam nguy co ndy dugc ghi nhan nh6t quantrong c6c phdn 
{r6m.U^ao gfm: tu6i, gi6i, chirng

iO","Jrg liiry,phan loai NVHA, phdn suAt t6ng m6u, chric nlng thpn, ti6n su d6i th6o dudng

hoflc tang huytit 6p, diAu tri suy tim tru6c d6 vd rung nhi'

Uperio cfing ldm gi6m c6 f ngh]a 16%ty lQ ttr vong do mgi nguyOn nhdn so vcri enalapril (RRR

tOX, HR OIS+; Ci SSV,yd,l6 d6n 0,931, p mOt phia:0,0005) (Bing 2).D0 gi6m nguy co tuyQt

OOi enn liL2,84%o.

Bhng2 qui didu tri dga tr6n c{c tiou chi drlnh gi6 chinh, c6c y6u tii thinh
vdr tfr vong do mgi nguy6n nhin

Uperio

N = 4187fr

n ('/")

Enalapril
N = 4212{
n (t/r)

Tj' s6 nguy
co HR (CI
es%)

Gi6m
nguy c0
tuong
dor

Gi6 trip
gJg

Ti6u chi drinh gi6 gQp

chinh vd tri vong do c6c
benh tim m4ch vi nhap
vi€n do suy tim*

914 (21,83) 1t17
(26,52)

0,80 (0,73;
0,87)

20%
0,00000
02

Crlc ti6u chi thhnh phin trong gQp crlc ti6u chi rl{nh gi6 chinh

Tri vong do benh tim
mach **

558 (13,33) 693
(16,45)

0,80 (0,71;
0,89)

20% 0,00004

Nh{p viQn lin dAu do
suy tim

537 (t2,83) 658
(15,62\

0,79 (0,71;
0,89)

2t% 0,00004

Ti6u chf tl6nh girl phu

Tri vong do mei
nguyOn nhdn

711 (16,98) 835
(r9,82)

0,84 (0,76;
0,93)

16% 0,0005

*Ti6u chi drffi giri chinh dugc xdc dinh ld lin xu6t hi6n bi6n c6 dAu ti6n
** Tri vong do benh tim mach bao gdm tdt ch cdc benh nhan tri vong cho
kh6ng phg thu6c vio lin nhap viQn tru6c.
**<'' Gi6 trf p mQt phia.

rPhan tich toan b9

Dudng cong Kaplan-Meier duoc trinh bdy du6i itdy (b6n tr6i) cho thAy

t6i thdi rli6m danh gi6

ti6u chi d6nh girl chinh ld t[r vong do bQnh tim mach hoflc nhap viQn do suy tim. HiQu quA

hi6n
-, 1
clleu

tri cria Uperio th6 hi6n scnn vd duy tri thoi gian nghiCn cuu. Dudng cong Kaplan-Meiertrong
thAyduoc trinh bdy du6i dAy (b6n phii) cho thdi gian xu6t hien tu vong do bdnh tim mach

Hi6u
phin

thoi gian d6 xu6t
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Hinh I P-"*q cong Kaplan-Meier cho ti6u chf gQp tl{nh giri chfnh vi t,fr vong dobQnh tim m4ch

Lldi.s"r. iy{ liQn ttP vong dau ti6n do benh tim mach hoic
suy tim phei nh6p viQn trong nghien c(ipu pAttADtclti_HF

40

gto
o
Ezo
E
f

E10

9
g
f
E
l

o
o
o
,E

o

Y
0 180 360 540 720 9@ 1o8o ,t260

P<0.000.1
HR (95%Ct):

0.798 (0.731,0.871)

Time since randomization (days)

3018 15M

2922 2123 1488 s53 236

Thdl gian xu5t
PARADIGM-HF

No. at risk

Enabpril

-- Enalapril (N=4212)

- TRADENAME (N=4i87)

P<0.oool
HR (95o/5Cl):

0.799 (0.715, 0.893)

hiCn t& vong do bQnh tim mach trong nghiGn cri,u

9
o

O@
op
9o

o

=Y

40

30

20

0 180 360 540 720 9oo 1080 1260

1005 280

994 279

4187 4056 3891 3282

1212 40s1 3860 3231

'Iime since randomization (days)

2478

2410 1726

- Enalapril (N=4212)

- TEN THUoNG MAt

No. at risk

4187

Enahril 4212 3883 3579

Nhin chung, ti le nha.p viQn dg moj ngu16n nhan thdp hcrn tron nh6m bQnh nh6n di6u tri bing
Uperio so vdi enalapril, bao g6m giim, 12% nguy co tucrng dOi cho. tan ntr4p viQn diu ti6n (Hi
0,88 [cI 95%o:0,82;0,94),P<0,001) vi gi6m l6yo nguy.olr*g aoi so rAn ntr6p viQn (RR 0,g4
ICI 95%: 0,78; 0,91], P<0,001).

Khi d6nh girl theo bQ c6u hoi tg trA loi KgCq (Kansas City Cardiomyopathy euestionnaire),
Uperio dd cho.th6y t6ng diiim ldm sing t6t hcrn'c6 f nghia li6n quan d6n caltri6u chimg suy
tim vd han ch6 vQ mat v4n dQng th6.lw; duoc. SO U.Cnfr-nfrdn c6 iii thi6n b6nh theo ph6n loai
NYHA tir thdi di6m tru6c di6u tri d6n th6ng thri 8 cao hcrn tr6n nh6m bQnh nh6n dung Uperio
(16%) so voi nh6m benh nhan dtng enalapril (14%), vd ft bQnh nhan bi ti6n tritin suy tim n4ng
hon theo phdn loai NYHA (10% so vot l3Yo o hai nh6m tuong img). t
Nghi6n criu TITRATION W

t
Nghidn cuu TITRATION ld mQt nghiOn cuu v6 tinh an tod.n vd kh6 n[ng dung nap k6o dii 12
tu6n tr6n 538 benh-nhan bi suy tim man tinh Ohan loai NYHA dq II-N) c6 rdi loan chric ning
t6m thu Qhan su6t t6ng m6u t6m th6t trdi 

=35%) 
chua duo. c di6u tri bing c6c thu6c ric chE

men chuy6n hodc thu6c ric chti: thu th6 angiotensin ho4c dang thay d6i liOu c6c thu6c ric ch6
ACE ho4c ARB tru6c khi tham gia vdo nghidn cuu. BQnh nhdn bit <IAu dung Uperio 50 mg hai
lAn/ngdy, dugc di6u chinh l6n 100 mg hai ldn/ngdy vd sau d6 d6n li6u ilfch ZbO mg hai lAn/ngay
trong vdng 3 ho4c 6 tu6n.

Nhin chung ,76o/obQnh nhdn dat d6n vir duy tri liAu dich Uperio 200 mg hai lAn/ngdy md kh6ng
phii ngtmg thudc ho4c gi6m li€u trong l2 tudn..56 benh nh6n chua ducvc di6u tr! b[ng c6c thu6c
fc ch6 men chuy6n hodc thu6c fc ch6 thg th6 angiotensin tru6c d6 ho{c di6u trf cr li6u thdp
(tucrng du.crnS <.10 mg enalapril/ ngdy) d4t dugc vd duy tri Uperio 200 mg khi tang lidu trong
vong 6 tu6n nhi6u hcrn so v6i 3 tudn.

Nghi0n cfu PARAMOUNT

Nghidn cr?u. PARAMOUNT ld mQt nghi€n cuu l6m sdng ng6u nhi6n, mt tl6i tr6n bQnh nhdn c6
phdn sudt tdng m6u t6m thdt tr6i > 45o/o so srinh giira bQnh nhAn dung Uperio 200 mg (n:149)
so v6i valsartan 160 mg (n:152) hai ldn/ngdy. Nghi0n cr?u dd chimg minh thu6c lim gi6m tj' lQ

NT pro-BNP l6n hcvn c6 f nghia th6ng k6 tir hic ban dAu cho d6n tuAn thr? 12.Ty lQ gi6m NT-
proBNP so v6i ban dAu tuong tp d tuAn thu 12 vd 36 trong nh6m benh nhdn dugc diAu tri beng
Uperio, trong khi NT-proBNP gi6m tt tuan 2 ddntuAn 36 trong nh6m benh nhan di6u tri bang
valsartan. S1r gidm c6 ;f nghia kich thudc nhi tr6i, bao giim cA thO tfch nhi triii (p:0,0069) vd
duong kinh nhi tr6i (p:0,03 37) dddugc ghi nhan d tuAn 36. Sg c6i thiQn c6 1i nghia th6ng kO vA

mric dQ bQnh theo NYHA dd dugc ghi nhan d tuAn thri 36 (p:0,0488).
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DLT LIE,U AN TOAN TIEN LAM SANG

c6c nghien cuu v6 tinh an todn ti6n l6m sing dugc thgc-hiQn v6i Uperio u?o gg^- d6nh gi6 tinh

an todn dusc lf, oO"i?rrr'iibt^iaplii, aOtiini ttc.t gen, khi ndng g6v ung thu d6c tinh tr6n sinh

s6n vd ph6t tri6n cira Uperio cho thAy kh6ng c6 inh hucrng b6t lqi tr6n c6c co quan sinh t6n'

C6c nghien cuu dQc ir,rfric" riplai;li" tP{, hA.u.h9, .6:^,6*ung ngoli i c6 kha n6ng h6i phpc

ilffi;ilricn qrun d6n t6c d1,ng duqc lf ric chti thu th6 ATr cira thu6c'

Khi nlng giy ung thu, dQt bi6n gen vir tIQc tinh tr6n gen

c6c nghi€n cr?u v6 khi n6ng gdy ung thu dugc thyc hiQn tr6n chuot nhit va chygt t:ng- 
Y^-

sacubitril vd valsartan nrO"fptrat hien they bAt cri khi ndng gdy ung thu niro 
9ua 1lrytio.'liCY

sacubitril duq" nghiCn.,irifia" cao 120d vi 400 mglkglngiLytuong img tr€n chuQt nhat ve

;rul;6;;i;to riro*e zs ia19 lan [i:u dung toi aa duqc khuy6n c6o trOn nguoi tinh theo don

;i;J;r:Lia,i "ar"rtL 
dusc nghicn cr?u [iAu cao 160 vd.200 Tdkq/.,eev 

tucrng img tran

.ir.oirrra, rJ.rr"Ot cdng) g6p knJang 4 vi 10 tan tieu dung t6i da duoc khuydn c6o tr6n nguoi

tinh theo dcrn vi mglmz.

C6c nghi6n cuu d6t bi6n gen vd durt g6y chromosome dugc thgc hiQn v6i Uperio, sacubitril vi
valsartan kh6ng cho th6y t6c dQng cd tren gen vir nhi6m sdc th6.

Khi nlng sinh sfln vi Phit tri6n

Uperio kh6ng cho th6y b6t cri inh huong niro.tr6n khdndng,sinh sdn tr€n chuQt c6ng voi lii:u

# e G0 iryr.yr*, (<1,0 lan va so]tg lAn li6u aung i6i da hang ngdy dusc khuy6n c6o

tr6n nguoi tuong img dga trOn AUC cira valsartan vd LBQ657).

Di6u tri bang Uperio trong giai do4n hinhfienhgric cg gyT d"l d6n t5ng.ti' lQ tt vong cua thai

nhi tr6n chubt c6ng o mricliAu >100 mg/k glngity lS0.72lin liAu dung t6i da hang {rBdV duOc

t t ry6l c6o ir6n nfudi dya tr6n AUC] ,a tien tno <r mfc liiiu > 10 mg/kg/n eity l2l6n vd 0.03

tan iiAu dung t6i da hang nghy dugc khuy6n c6o tr€n ngucri tuong img dga trdn AUC cira

valsartan va LeqOSZt. ffri dung Uperio v& mfc li6u Z 10 mg/kg/ngdy tr0n th6, quan s6t th6y

tinh g6y qu6i thai cria Uperio cdn cti trdn tj' le-th6p ndo ring thiry cria thai nhi c6 li6n quan d6n

1i6u dqc tr6n co th6 m9 d6 dugc. T6c dQng bdt lqi trdn bdo thai-thai nhi cua Uperio ld do t6c

dqng d6i khang thr,r thC angiotensin (xem mgc PHU NIJ CO KHA NANG MANG THAI,
MANG THAI, CHO CON BU VA KHA NANG SINH SAN).

C6c nghidn cuu vd sg phdt tri6n tru6c vi sau khi sinh tr6n chuQt c6ng dugc thgc hiQn vcri

sacubitril <y li6u l6n d6n 750 mg/kg/ngdy 12,2 tan tieu dung tdi da hang ngdy dugc khuy6n c6o

tr6n ngudi dga tr6n AVCI vd valsartan o li6u l6n dOn 600 mg/kg/ngiy [0,86 lan li6u dtng t6i da

hang ngdy dugc khuy6n c6o tr6n nguoi dlra tr6n UCI cho thSy <ti6u tr! bdng Uperio trong giai
<lo4n hinh thanh c6c co quan, mang thai vd cho con bir c6 thC anh hu&ng d6n su phrlt tri6n vd
khd ndng s6ng cta thai rihi. I--

Cric k6t qui nghi6n ctfru tidn l6m sing khric \Y
t

Anh hucrng ctia Uperio tr6n ndng dQ amyloid-p trong dlch ndo triy vi md ndo dugc d6nh'gi6
tr6n khi du6i ddi (2-4 tu6i) dtng Uperio (50 mg/kg/ngdy) trong 2 tuAn. Trong nghiCn cuu niy,
Uperio c6 tdc dpng dugc lpc tr6n d0 thanh thai AB trong dlch ndo ttiy, tdng n6ng dO Ap 1-40,
l-42 vd 1-38 trong dich n6o tiy, tuy nhi6n kh6ng tucmg img v6i mirc tdng n6ng dQ Ap trong
ndo. Kh6ng ghi nhan dugc sg tang AB 1-40 vd l-42 trong dich n6o triy trong m6t nghiCn cuu
k6o ddi 2 tuin tr6n nguoi tinh nguy6n kh6e manh (xem mpc DAC TINH DUQC LU. C HQC).
Hcrn nta, trong nghiCn criu dQc tinh tr6n khi du6i ddi dirng Uperio 6 mric li6u 300 mg/kg/ngdy
trong 39 tudn, kh6ng ghi nhfn sg tich lfry amyloid-B trong n6o.
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rr/oNc KY

Kh6ng rip dgng.

nAo euAN
Ydu cAu bio quAn: 86o quin cr nhiQt <IQ kh6ng quri 30oC. Tr6nh am. Cir thu6c trong bao bi
goc.

Uperio phai de xa tAm tay vd tAm nhln cria trd em.

HAN OUNC

36 th6ng kd tt ngdy sAn xu6t.

QUY CACH DONG GOr

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

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

Uperio 200mg: HQp 4 vixT vi6n n6n bao phim.

HTIONG UAN sTJ ouNc vA THAO TAC

Kh6ng 6p dgng.

Co s& sin xu6t:

Nhi sin *r6t:

Novartis Singapore Pharmaceutical Manufacturing Pte. Ltd.

10 Tuas Bay Lane, 637461 Singapore, Singapore.

Nhir tl6ng g6i vir chiu tr6ch nhiQm xu6t xu&ng:

Novartis Farma SpA.

Via Provinciale Schito 131

80058 Torre Annunziata (NA), V.

Phi6n bin: IPL Aug2015/VN Jw20l7

TM: trademark

lIrQ.Cqc 1Rt{hrc
P.IRI.BNG PHOITIG
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