https://trungtamthuoc.com/

Film-coated tablet/Vién nén bao phim

sacubitril/valsartan

Oral use / Bubng udng

Box of 4 blisters x 7 film-coated tablets/ Hop 4 vi x 7 vién nén bao phim.

m Céing 1y c8 phéin Dupe figu Trung veng 2 N sin xusit: Novartis Singapore Pharmaceutical
24N Thi Nghla, phusng Bén Thanh, qun 1, Manufacturing Pte. Ltd.
TP, Ho Chil Minh, Vigt Nam 101‘ua= Bay Lane, 637461 Singapore, Singapore.
Mol théc mdc vé sin pham, xin vui ling gol 1800555558 Nha déng g6l v xulit xubng; Novartis Farma SpA.
guaﬁ Praui;mmes:mmar , BOOSE Torre Annunziata (NA), Y.
Y.

S27UA

EUNTOSTESL

WEN
Eial
a4

"1Upero-

Viién nén bao phim chir 87,2 mg sacubitrll vi 102,8 mg valsartan {dudi dang mudi phic hop sacubitril vaisartan natri
226,206mg).

Each film coated tablet contains 97.2 mg sacubitril and 1028 mg valsartan (as sacubitril valsartan sodium salt
complex 226.206mg)
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Uperio™ 100mg
Uperio™ 200mg

Doc kj hwong dan si dung trudc khi diing.Thong bdo ngay cho bdc sy hodc dwgc sy nhing
tac dung khong mong muon gdp phai khi sir dung thuéc.

Dé xa tim tay tré em.

Thuéc bdn theo don.

MO TA VA THANH PHAN

Dang bao ché '
Vién nén bao phim.

50 mg: vién bao phim mau tim nhat hai mit 161 véi cac canh vat, khic chim chir “NVR” trén

mot méat va “LZ” trén mat con lai. e

100 mg: vién bao phim mau vang nhat hai mit 16i véi cdc canh vat, khic chim chit “NVR” trén
mot mat va “L1” trén mat con lai.

200 mg: vién bao phim mau hong nhat hai mat 16i v6i cac canh vat, khic chim chit “NVR” trén
mot mat va “L11” trén mat con lai.

Hoat chat

Ap dung tén sacubitril/valsartan hodc tén hoat chét tai nude so tai.

Uperio chtra phirc hop mudi sacubitril va valsartan dang anion, cation natri va cdc phan tir nuéce
theo ty I¢ phan tir twong mg 1:1:3:2,5. Sau khi uong, Uperio phéan ly thanh sacubitril (tiep do
s& duoc chuyén héa thanh LBQ657) va valsartan.

Uperio 50mg, vién nén bao phim: Mdi vién nén bao phim bao gom 24,3 mg sacubitril va 25,7
mg valsartan (dudi dang muo6i phirc hop sacubitril valsartan natri 56,551 mg)

Uperio 100mg, vién nén bao phim: M&i vién nén bao phim bao gdm 48,6 mg sacubitril va 51,4
mg valsartan (dudi dang muoi phurc hop sacubitril valsartan natri 113,103 mg).

Uperio 200mg, vién nén bao phim: M&i vién nén bao phim bao gdm 97,2 mg sacubitril va 102,8
mg valsartan (dudi dang muoi phirc hop sacubitril valsartan natri 226,206 mg).
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Khéng can diéu chinh lidu & bénh nhan suy than nhe (téc dd loc cau than ude tinh [eGFR] 60-
90 ml/phit/1,73 m?). Nén xem xét ding liéu khéi dau 50mg, hai 1an mdi ngay & bénh nhén suy
than trung binh (eGFR 30-60 ml/phit/1,73 m?). Do kinh nghiém 1am sang con rat han ché &
bénh nhan suy thén nang (eGFR < 30 mlfphutf 1,73 m?) (xem phan PAC TINH DUGQC LUC
HQC), can than trong khi dung Uperio va khuyén cdo dung lieu khoi dau 50 mg, hai lan mdi
ngay. Khong c6 kinh nghiém & bénh nhéan bi bénh than giai doan cudi va khong khuyén céo sir
dung Uperio.

Suy gan

Khong can diéu chinh lidu khi dung Uperio cho bénh nhan suy gan nhe (phén loai Child-Pugh
A). Kinh nghiém lam sang con han ché & bénh nhan suy gan trung binh (phén loai Child-Pugh
B) hoic c6 gia tri AST/ALT cao gép hai lin gi6i han trén ctia mirc binh thuong. Can than trong
khl dung Uperio ¢ nhimg bénh nhan nay va liéu khoi dau duoc khuyen c4o la 50 mg, hai lan
mdi ngay (xem phin CANH BAO VA THAN TRONG va DPAC TINH DUGC LUC HOC).
Chéng chi dinh dung Uperio & bénh nhan suy gan nang, xo gan mit hodc r mét (phan loai
Child-Pugh C) (xem phan CHONG CHI DINH).

Nhom bénh nhéin tré em

D¢ an toan va hiéu qua cua Uperio ¢ tré em va thiéu nién dudi 18 tudi chua duogc xac dinh. Hién
chua co dir liéu.

CACH DUNG
Dung dudng ubng. C6 thé dung Uperio cing hodc khong ciing véi thirc in (xem muc DAC
TINH DUQC LUC HOQC).
CHONG CHI PINH
e Qué min vai hoat chat, sacubitril, valsartan hogc bt cir thanh phén ta dugc nao.

e Sirdung ddng thoi véi cac thude trc ché men chuyen (xem muc CANH BAO VA THAN
TRONG, muc LIEU DUNG VA CACH DUNG va muc TUONG TAC THUOC)
Khong nén dung Uperio trong vong 36 gi¢ sau khi dimg diéu tri bing thudc irc ché men
chuyén.

e Bénhnhanco tiéq sir phu mach lién quan dén diéu trj bang céc thude e ché men chuyén
hodc thuodc e ché thu thé angiotensin.
e Suy gan ning, xo gan mat hodc r mat (xem phin LIEU DUNG VA CACH DUNG).

e Sudung ddng thoi véi aliskiren trén bénh nhan dai thao dudng typ 2 (xem muyc CANH
BAO VA THAN TRONG va muc TUGNG TAC THUOC).

e Phu nir c6 thai (xem myc PHU NU CO KHA NANG MANG THAI, MANG THAI,
CHO CON BU VA SINH SAN).
CANH BAO VA THAN TRONG
Doc kj hwdng din sit dung trude khi ding. Néu cin thém thong tin, xin héi y kién bdc si.

Thuéc nay chi diing theo sw ké don ciia bdc si.
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Su dung Uperio ¢ thé lién quan dén giam chic ‘nang than. Nguy co nay c6 thé tang thém do
mét nuée hodc sir dung ddng thoi véi thude chong viém khong steroid (NSAID) (xem phan
TUONG TAC THUOC). Nén xem xét giam liéu & nhimg bénh nhan phét sinh giam chirc ning

than c6 y nghia lam sang.
Tang kali mau

Khéng nén bit dau diéu tri neu nong do kali huyét thanh > 5,4 mmol/l. Str dung Uperio ¢6 thé
lién quan dén ting nguy co vé tang kali mau, mac du giam kali méu ciing c6 thé xay ra (xem
phan PHAN UNG BAT LOI CUA THUOC). Khuyen c4o theo doi kali huyét thanh, dic biét &
nhimg bénh nhén ¢6 cac yéu td nguy co nhu suy thén, bénh dai thdo dudng hodc giam aldosteron
huyét hoic nhimg ngudi c6 ché d an nhiéu kali hodc dang dung thude dbi khang corticoid
khoang (xem phan LIEU DUNG VA CACH DUNG) Néu bénh nhan tang kali mau c6 y nghia
lam sang, khuyén céo diéu chinh liéu cac thude ding dong thoi hodc chuan d¢ giam liéu tam
thoi hodc ngimg dung thude. Nén xem xét ngimg diéu tri néu ndng do kali huyét thanh > 5.4
mmol/l.

Phu mach

Phi mach da dugc ghi nhan trén bénh nhén diéu tri bing Uperio. Néu pha mach xudt hién, nén
ngimg dung Uperio ngay va c6 bién phap diéu tri thich hop va theo ddi cho dén khi hét hin cac
triéu chimg va dau hiéu 1am sang. Khéng duge dung lai Uperio. Truong hop vi tri phu mach
duge xac dinh khu tri & méat va moi, phtt mach thtrcmg tu thoai lui ma khong can diéu tri, mic
du ¢6 thé sir dung thudc khang histamin dé 1am giam triéu ching.

Phi mach lién quan dén phti thanh mén c6 thé gay tir vong. Néu phu mach xuat hién & ludi,
thanh mén hogc thanh quéan va la nguyén nhan gay tic nghén dudng tho, cin trién khai ngay
céc bién phap diéu tri thich hop bang tiém duéi da adrenalin 1:1000 (0,3 mL dén 0,5 mL)
va/hodic cac bién phép cin thiét dé dam bao thong khi.

Chua c6 nghién ciru sir dung thudc trén nhém bénh nhén c6 tién sir phit mach trude d6. Do cac
bénh nhéan nay c6 nguy co phu mach cao hon, khuyen cdo than trong khi sir dung Uperio cho
ho. Khong str dung Uperio cho cac bénh nhan co tién sir phu mach lién quan dén céc thube trc
ché men chuyén hoac lién quan dén diéu tri bing cac thudc tre ché thu thé angiotensin trude do
(xem muc CHONG CHI BINH).

Bénh nhan da den ¢6 thé ting man cam véi hién tuong phit mach.

Bénh nhan hep dong mach thian

Tuong tu cac thuf)c khac anh hudng trén hé renin-angiotensin-aldosteron, Uperio co6 thé lam
ting ure mau va nong do creatinin huyét thanh trén bénh nhan hep dong mach than hai bén hoic
mét bén. Can than trong trén nhing bénh nhan hep dong mach than va khuyén céo theo dai =
chirc nang than. :

Bénh nhin véi phén loai chire ning do IV theo NYHA ¥

Cén than trong khi str dung Uperio cho bénh nhan NYHA d¢ IV do kinh nghiém lam sang voi
dbi twong bénh nhan nay con han ché.

[ [ S)= &

Peptid lgi niéu natri type B (BNP)

BNP khong phai 1a mét chét chi diém sinh hoc thich hop vé suy tim & bénh nhan diéu tri bing
Uperio vi né 1a mot co chét cua neprilysin (xem phin PAC TINH DUGC LUC HQC).
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Nhéom hé co quan Thuat ngir wu tién Loai tin suit
Ro6i loan méu va hé bach huyét Thiéu mau Thuong géap
R6i loan hé mién dich Qué man it gap
Réi loan chuyén héa va dinh dudng Téng kali mau* Rét thuong gap
Giam kali mau Thuong gép
Ha dudng huyét Thuong gap
R6i loan hé thin kinh Choéng véng Thuong gip
Nhirc dau Thuong gap
Ngét Thuong gédp
Chéng mit tu thé it gap
Ro6i loan tai va mé dao Chéng mat Thuong gip
Réi loan mach Ha huyét ap* Rét thuong gap
Ha huyét ap thé dimg Thuong gap
R6i loan hd hip, ngwe va trung thit Ho Thuong gép
Ro6i loan tiéu hoa Tiéu chay Thuong gap
Budn nén Thudng gap
Viém da day Thuong gap
Réi loan da va md duéi da Ngira it gap
Phat ban it gap
Phit mach* it gap
R6i loan thin va tiét niéu Suy giam chirc ning than*|Rét thuong gap
;Shlgl Zggr)l (Suy than, suy Thutmg gép
R6i loan toan thén va tinh trang tai chd|Mét moi Thuong gap
ding thude Suy nhuge Thuong gip

* Xem mo ta cac phan g bét loi chon loc.

MO ta cac phan (g bat loi chon loc

Phit mach

Phui mach da duge bao céo & bénh nhan diéu tri bang Uperio. Trong nghién ctru PARADIGM-

o\

HF, phtt mach da dugc bao cdo & 0,5% bénh nhén diéu tri bing Uperio, so v6i 0,2% bénh nhan
diéu tri bang enalapril. Ty 1& pht mach cao hon da dugce quan sat thay & bénh nhén ngudi da
den diéu tri bang Uperio (2,4%) va enalapril (0,5%) (xem phin CANH BAO VA THAN

TRONG).

Téing kali mau va kali huyét thanh
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Twong tic thudce 6 thé xuit hién cin dwoc cin nhic khi phéi hop

Kali: Str dung dong thoi véi cac thude 1o tiéu gitr kali (nhu triamteren, amilorid), cac thude
d6i khang thu thé corticoid khoéng (nhu splronolacton eplerenon), céc ché pham b6 sung kali
hoac cac dang mudi cé chira kali c6 thé dan dén lam ting nong do kali huyet thanh va dan dén
tang ndng do creatinin huyét thanh. Khuyén cdo theo doi nong d6 kali huyét thanh néu sir dung
dong thoi Uperio véi cac thude nay (xem muc CANH BAO VA THAN TRONG).

Cic thude khing viém khéng steroid (NSAID) bao gbém cdc thube e ché chon loc
cyclooxygenase-2 (cég: thude trc ché COX-2): Trén bénh nhén cao tudi, bénh nhan bi giam thé
tich tuan hoan (bao gom cac benh nhén dang diéu tri bang thuéc loi tiéu), hodc bénh nhén ¢6
chirc ndng thén suy giam, st dung dong thoi Uperio va céc thudc NSAID c6 thé din dén tang
nguy co lam x4u di chte niang than. Do d6, khuyén cdo theo ddi chirc nang than khi bat dau
hoic thay d6i diéu tri trén bénh nhan dang ding cac thuée NSAID sir dung dong thai Uperio.

Lithi: Kha ning twong tac thudc giira Uperio va lithi chura dugc nghién ctru. Tang ndng d9 lithi
huyét thanh c6 hdi phuc va doc tinh da duge ghi nhan khi str dung ddng thoi lithi véi cac thube
trc ché men chuyén hoic cac thudc ddi khang thu thé angiotensin II. Do do, khuyén cdo than
trong theo ddi nong d9 lithi huyét thanh khi sir dung dong thoi voi Uperio. Néu sir dung ciing
mdt thude loi tiéu, nguy co ddc tinh cua lithi con c6 thé ting thém.

Cic chit van chuyén OATP va MRP2: Chit chuyén hoa c6 hoat tinh ctia sacubitril (LBQ657)
va valsartan 1a co chit OATP1B1, OATP1B3 va OAT3; valsartan ciing la co chat MRP2. Do
do, sir dung dong thoi Uperio véi céc thude trc ché OATP1 B1, OATPIB3, OAT3 (nhu rifampin,

cyclosporin) hodc MPR2 (nhu ritonavir) c6 thé 1am ting nong d6 LBQ657 hoic valsartan tuong
rng trong tuan hoan. Can than trong khi bét dau hodc ngimg diéu tri v6i cac thudc nay.

Twong tic khong c6 y nghia _
Twong tac thube-thude khong c6 ¥ nghia trén 1am sang da dugc ghi nhén khi sir dung dong thoi
Uperio v6i furosemid, digoxin, warfarin, hydrochlorothiazid, amlodipin, metformin,

omeprazol, carvedilol, nitroglycerin duong tinh mach hodc dang két hop levonorgestrel/ethinyl
estradiol. Khong c6 tuong tac ciia thude véi atenolol, indomethacin, glyburid hodc cimetidin.

Cdc twong tdc qua trung gian CYP 450: Céc nghién clru chuyén héa in vitro cho thay kha nang
tuong tac thude trén CYP 450 thap do Uperio it chuyén héa qua hé enzym CYP 450. Uperio
khong gy cam tmg hoic trc ché enzym CYP 450.

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

Phu nir ¢6 khi ning mang thai (va cdc bién phap tranh thai néu co)

Phu nit ¢6 kha ning mang thai nén dugc tu vén vé nhitng hé qua cua viéc str dung Uperio trong
khi mang thai va nén dugc khuyén sir dung cac bién phap tranh thai trong thoi gian diéu tri
bing Uperio va 1 tuin sau khi ding lidu thude cudi cling.

Phu nir ¢6 thai

Tuong tu cac thude khéc tac dong truc tiép trén hé remn—angxotensm-aldosteron khong st dung
Uperio trong thoi ky c6 thai (xem muyc CHONG CHI DINH). Uperio tac dong doi khang
anglotensm I1. Do d6, khong thé loai trir nguy co ctia thudc trén thai nhi. DA c6 céc bdo cdo vé
t6n thuong do thude trén sy phat trién ciia thai nhi (nhu sdy thai tu nhién, thiéu 6i va réi loan
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tai cau tric thich nghi. Valsartan trc ché tac dong c6 hai trén tim mach v trén than cta
angiotensin 2 bing céch trc ché chon loc thu thé AT, ddng thoi tre ché giai phong aldosteron
phu thudc angiotensin II.

Téc dung dwoc lue hoe (PD)

Tac dung duge luc hoc ctia Uperio duge danh gia sau khi dung liéu don va lidu lp lai trén
ngudi tinh nguyén khée manh va bénh nhan suy tim phu hop véi tac dung trc ché dong thoi
neprilysin va hé renin—angiotensin-aldosteron Trong mdt nghién ciru 7 ngay c6 doi chtmg véi
valsartan trén bénh nhan giam phan suat téng mau (HFrEF), sir dung Uperio dan den su gia tang
¢6 y nghia nhung khong bén sy bai tiét natri niéu, ting GMP vong trong nudc tiéu va lam giam
MR-proANP va NT-proBNP trong huyét tuong so vai valsartan. Trong mot nghién ctru 21 ngay
trén bénh nhan ¢ phan suit tong mau giam, Uperio lam giam c6 y nghia ANP va GMP vong
trong nude tiéu, GMP vong trong huyet tuong, giam NT-proBNP, aldosteron va endothelin-1
trong huyet tuong so v6i trude diéu tri. Uperio ciing trc ché thu thé AT1 thong qua viéc lam
giam hoat tinh va nong do renin huyét twong. Trong nghién ciru PARADIGM-HF, Uperio lam
giam NT-proBNP huyét tuong va tang BNP huyét twong, GMP vong trong nudc tiéu so !
enalapril. Trong khi BNP la mot co chat ctia neprilysin thi NT-proBNP khéng phai la co chat
cua neprilysin. Do do, NT-proBNP (chir khong phai BNP) la mot chat chi diém sinh hoc thich
hop dé theo d5i bénh nhan suy tim dugc diéu tri bang Uperio.

Trong mot nghién ciru 1dm sang danh gia khoang toan di¢n QTc thyc hién trén ngudi tinh
nguyén khoe manh la nam gidi dung lidu don 400 mg va 1200 mg cho thdy Uperio khong ¢6
tac dong trén sy tai cuc co tim.

Neprilysin 1a mét trong s6 nhiéu enzym tham gia vao thanh thai amyloid-f (Ap) tir ndo va dich
ndo tuy. Su dung Uperio 400 mg mot lan/ngay trong 2 tuan trén ngudi tinh nguyén khoe manh
lam tang ndéng do AP 1-38 trong dich ndo tuy so v6i dung gia dugc; khong 6 su thay d6i vé
nong do AP 1-40 va 1-42 trong dich nao tuy. Y nghia 1am sang cua két qua nay hién chua dugc
biét 16 (xem muc DU LIEU AN TOAN TIEN LAM SANG).

Duwoc dong hoc (PK)

Hip thu

Sau khi dung duong udng, Uperio giai phong sacubitril, chét nay sau d6 duoc chuyén hoa thanh
LBQ657, va valsartan. Cac chat nay dat nong do dinh trong huyét twong tuong tmg sau 0.5 gio,
2 gior va 1,5 gio. Sinh kha dung tuyét déi dudng ubng ctia sacubitril va valsartan uge tinh tuong
tmg > 60% va 23%.

Sau khi dung liéu Uperio hai lan/ngay, nong dd cua sacubitril, LBQ657 va valsartan dat trang
thai 6n dinh trong vong 3 ngay. O trang thai 6n dinh, sacubitril va valsartan khong tich lity khac
biét rd rét, trong khi tich liy LBQ657 tang 1.6 lan. Str dung Uperio cling véi thirc dn khong anh
huong ¢6 y nghia trén 1am sang dén nong do cua sacubitril, LBQ657 va valsartan trong tuan
hoan. Mic di ¢6 su giam ndng do cua valsartan trong tuan hoan khi diung Uperio ciing véi thirc
an, viéc giam nay khong kem theo viée giam tac dung diéu tri trén 1am sang. Do d6, Uperio ¢6
thé dung cung hodc khong cung véi thirc an.

Phén bb

Uperio lién két manh véi protein huyét tuong (94% - 97%). Qua so sanh nong d6 trong huyet
tuong va trong dich ndo tay, LBQ657 qua hang rao mdu ndo véi mirc d§ han ché (0,28%).
Uperio c6 thé tich phan b6 biéu kién dao dong tir 75L dén 103 L.
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Bénh nhi (dwéi 18 tudi) _
Uperio khong nghién ciru trén bénh nhi.

Nhém chiing tje

Dugc dong hoc ctia Uperio (sacubitril, LBQ657 va valsartan) khong c6 su khéc biét gilta cdc
ching toc va céc nhém dan toc khac nhau (ngudi da tring, ngudi da den, ngudi chau A, Nhat
Ban va cac nudc khac).

Anh hwéng ciia gi6i tinh

Duoc dong hoc cia Uperio (sacubitril, LBQ657 va valsartan) khong c6 su khéc biét trén phu
nir va nam gioi.

CAC NGHIEN CUU LAM SANG
PARADIGM-HF

Nghién ctru PARADIGM-HF 1a mét nghién ctru da quéc gia, ngau nhién, mu déi so sanh Uperio
va enalapril, dugc thuc hién trén 8442 bénh nhan. Ca hai thudc dugc sir dung trén ngudi 16n bi
suy tim man tinh, phéan loai NYHA II-IV, c6 rbi loan chirc ning tdm thu (phén suat tong méau
tam thét tréi <40%), trén nén céc didu tr1 suy tim khac. Tiéu chi danh gia chinh 1a ty 1& tir vong
do cac bénh tim mach (CV) hodc nhép vién do suy tim.

Truge khi tham gia vao nghién ciru, bénh nhén da dugc diéu tri t6t béng cac phac do diéu tri
chuan bao gdm cac thude e ché men chuyén hodc thudc trc ché thu thé angiotensin (>99%),
céc thude chen beta (94%), céc thube khang aldosterone (58%) va cac thude loi tiéu (83%).
Thoi gian theo ddi trung binh 1a 27 théang va bénh nhén duogc diéu tri t6i 4,3 nam.

Bénh nhan duoc yéu cau ngLrng diéu tri bang cac thudc trc ché men chuyén hodc thudc tc ché
thu thé angiotensin va tham gia vao giai doan khoi dong diéu tri mu don, trong d6 bénh nhan
duge diéu tri bing cenalapril 10 mg hai lan/ngay, sau d6 diéu tri bang Uperio 100 mg hai
lanfngay, tang 1én dén 200 mg hai 1dn/ngay. Bénh nhan sau d6 duge ph4n nhém ngau nhién vao
giai doan mu d6i cua nghién ciru, hode dung Uperio 200 mg hodc enalapril 10 mg hai 1an/ngay
[Uperio (n=4.209); enalapril (n=4.233)].

Tudi trung binh ctia quan thé nghién ctru 1a 64 tudi va 19% tir 75 tudi trd 1én. Tai thoi diém
phan nhém ngau nhién, 70% bénh nhan suy tim theo phan loai NYHA & mirc d6 II va 25% &
mte do 1II/1V.

Trong nhém dung Uperio, 76% bénh nhan duy tri liéu dich 200 mg hai 1dn/ngay cho dén khi
két thuc nghién ctru (liéu hang ngay trung binh 375 mg). Trong nhém dung enalapril, 75% bénh
nhan duy tri liéu dich 10 mg hai lan/ngay cho dén khi két thuc nghién ctru (liéu trung binh hang

ngay la 18,9 mg).

Uperio da chimg minh tinh vugt trdi c6 y nghia 1am sang va c6 y nghia thong ké so vai enalapril,
lam giam 20% nguy co tir vong do cac bénh tim mach hodc nhap vién do suy tim (ty s nguy
co (Hazard Ratio): 0,80, khoang tin cdy (CI) 95% [0.73; 0,87], p mét phia=0,0000002) so véi
enalapril. Tac dung nay dugc quan sét thdy sém va duoc duy tri trong thoi gian thir nghiém. Do
giam nguy co tuyét d6i ARR 12 4,69%. Ghi nhan giam c6 ¥ nghia thong ké cua ty 1é tir vong do
cac bénh tim mach va ty 1¢ nhdp vién lan dau do suy tim (Ty 1€ tir vong do cac bénh tim mach,
RRR 20%, HR 0,80; CI 95% [0,71; 0,89], p mdt phia= 0,00004; va nhap vién do suy tim RRR
21%; HR 0,79; CI 95% [0,71; 0,89], p m{t phia= 0,00004); xem Bang 2 va Hinh 1. Dot tir
chiém 45% s6 luong ca tir vong do bénh tim mach va da giam 20% trong nhém bénh nhén duge
diéu tri bing Uperio so v6i nhom bénh nhan diéu tri bang enalapril (HR 0.80, p= 0.0082). Suy
giam chirc ning tbng mau chiém 26% sb luong ca tir vong do cac bénh tim mach va da giam
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Hinh 1 Duong cong Kaplan-Meier cho tiéu chi gdp danh gia chinh va tir vong do
bénh tim mach

Théi gian xuét hign tir vong dau tién do bénh tim mach hodc Théi gian xuét hién tir vong do bénh tim mach trong nghién ciru
suy tim phai nhép vién trong nghién ciru PARADIGM-HF PARADIGM-HF
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Nhin chung, ty 1¢ nhap vién do moi nguyén nhan thap hon trén nhom bénh nhén diéu tri bing
Uperio so v6i enalapril, bao gém giam 12% nguy co tuong d6i cho lan nhap vién dau tién (HR
0,88 [CT95%: 0.82; 0,94], P<0,001) va giam 16% nguy co tuong dbi s 14n nhéap vién (RR 0,84
[CI 95%: 0,78: 0,91], P<0,001).

Khi danh gia theo b cau hoi ty tré 161 KCCQ (Kansas City Cardlomyopathy Questionnaire),
Uperio da cho thay téng diém lam sang t6t hon ¢ y nghia lién quan dén cac triéu chimg suy
tim va han ché vé mit vén dong thé lyc dugce. S6 bénh nhan ¢6 cai thién bénh theo phan loai
NYHA tir thoi diém trude didu tri dén thang thir 8 cao hon trén nhém bénh nhan dung Uperio
(16%) so v&i nhom bénh nhan dung enalapril (14%), va it bénh nhan bi tién trién suy tim ndng
hon theo phan loai NYHA (10% so véi 13% & hai nhom tuong tng).

Nghién ciru TITRATION

Nghién ctru TITRATION la mét nghién ctru vé tinh an toan va kha nang dung nap kéo dai 12
tuan trén 538 bénh nhan bi suy tim man tinh (phan loai NYHA d¢ II-IV) ¢c6 ri loan chirc niang
tdm thu (_phﬁn suat tépg mau tdm thé{ trai < 35%) chua duogc diéu tri b?u;g cac thuf:)c uc ché
men chuyén hodc thudc tc ché thu thé angiotensin hodc dang thay doi lieu cac thude e ché
ACE hodc ARB trugc khi tham gia vao nghién ctru. Bénh nhan bét dau ding Uperio 50 mg hai
1an/ngay, dugce diéu chinh 1én 100 mg hai 1n/ngay va sau d6 dén liéu dich 200 mg hai lan/ngay
trong vong 3 hodc 6 tun.

Nhin chung, 76% bénh nhén dat dén va duy tri lidu dich Uperio 200 mg hai lemfngay ma khong
phai ngimg thudc hodc giam liéu trong 12 tudn. S6 bénh nhan chua dugce diéu tri bang céc thude
{rc ché men chuyén hodc thudc trc ché thu thé angiotensin truée d6 hodc diéu tri & liéu thip
(twong duong < 10 mg enalapril/ ngay) dat duoc va duy tri Uperio 200 mg khi téng liéu trong
vong 6 tuan nhiéu hon so véi 3 tuan.

Nghién ciru PARAMOUNT

Nghién ctru PARAMOUNT la mét nghién ciru 1dm sang ngiu nhién, mu di trén bénh nhan c6
phan suit tong méau tdm that trai > 45% so sanh giira bénh nhan dung Uperio 200 mg (n=149)
so vai valsartan 160 mg (n=152) hai lAn/ngay. Nghién clru da chung 1 minh thudc lam giam ty 1é
NT pro-BNP 16n hon cé y nghia thong ké tir lic ban dau cho dén tuan thir 12. Ty 1é giam NT-
proBNP so véi ban dau tuong tu & tudn thir 12 va 36 trong nhom bénh nhan dugc diéu tri bang
Uperio, trong khi NT-proBNP giam tir tuan 12 dén tuan 36 trong nhém bénh nhan diéu tri bing
valsartan. Sy giam c6 y nghia kich thuéc nhi tréi, bao gdm ca thé tich nhi trdi (p=0 ,0069) va
duong kinh nhi trdi (p=0,0337) da dugc ghi nhan ¢ tudn 36. Su cai thién c6 y nghia thong ké vé
mirc d6 bénh theo NYHA d dugc ghi nhan ¢ tuan thir 36 (p=0,0488).
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TUONG KY
Khong ép dung.
BAO QUAN

Yéu cdu bao quan: Bao quan & nhiét do khong qua 30°C. Tranh &m. Giir thude trong bao bi
goc.

Uperio phai dé xa tim tay va tim nhin cua tré em.

HAN DUNG
36 thang ké tir ngay san xuat.

QUY CACH PONG GOI

Uperio 50mg: Hop 2 vi x 14 vién nén bao phim.

Uperio 100mg: Hop 2 vi x 14 vién nén bao phim. y
Uperio 200mg: Hop 4 vi x 7 vién nén bao phim. '

HUONG DAN SU DUNG VA THAO TAC
Khong ap dung.

Co sé san xuat:
Nha sin xuit:

Novartis Singapore Pharmaceutical Manufacturing Pte. Ltd.
10 Tuas Bay Lane, 637461 Singapore, Singapore.
Nha déng goi va chiu trach nhiém xuit xuwdng:

Novartis Farma SpA.

Via Provinciale Schito 131

80058 Torre Annunziata (NA), Y.
Phién ban: IPL Aug2015/VN Jun 2017
TM = trademark

TUQ.CUC TRUONG
P.TRUSNG PHONG
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