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_UperloTM 50mg
Uperio™ 100mg
Uperio™ 200mg

Doc ky hudng din sir dung trueée khi ding. Thong bao ngay cho bdc sy hodc dwopc sy nhitng
tic dmrg khéong mong muon gip phai khi sir dung thuéc.

Pé xa tim tay tré em.
Thudc bdn theo don.

MO TA VA THANH PHAN

Dang bio ché -
Vién nén bao phim.

50 mg: vién bao phim mau tim nhat hai mat 16i véi céc canh vat, khic chim chit “NVR” trén

mot mét va “LZ” trén mat con lai.

100 mg: vién bao phim mau vang nhat hai mat 16i v6i cac canh vat, khic chim chit “NVR” trén

mot mit va “L1” trén mit con lai. ay
200 mg: vién bao phim mau hong nhat hai mat 16i véi cac canh vit, khic chim chit “NVR” trén

mot mét va “L117 trén mit con lai.

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

Uperio chira phirc hgp muébi sacubitril va valsartan dang anion, cation natri va cac phén tir nu¢e
theo ty 1€ phan tir tuong (g 1:1:3:2,5. Sau khi uong, Uperio phan ly thanh sacubitril (tiép d6
s& duge chuyen hoa thanh LBQ657) va valsartan.

Uperio 50mg, vién nén bao phim: M3i vién nén bao phim bao gdém 24.3 mg sacubitril va 25,7
mg valsartan (dudi dang muoi phire hop sacubitril valsartan natri 56.551 mg)

Uperio 100mg, vién nén bao phim: M3&i vién nén bao phim bao gom 48,6 mg sacubitril va 51,4
mg valsartan (dudi dang muodi phirc hop sacubitril valsartan natri 113,103 mg).

Uperio 200mg, vién nén bao phim: Mdi vién nén bao phim bao gdm 97,2 mg sacubitril va 102,8
mg valsartan (dudi dang muoi phire hop sacubitril valsartan natri 226,206 mg).
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Ta duge

Cellulose vi tinh the cellulose dugc thay thé hydroxypropyl mire thap, crospovidon, magnesium
stearat (ngudn goc thuc vat), tale va silicon dioxid dang keo.

Téa dugc mang bao phim:

Hypromellose, titanium dioxid (E 171), Macrogol 4000, talc, sit oxyd do (E 172)

Vién 50 va 200 mg: sit oxyd den (E 172). Vién 100mg: sit oxyd vang (E 172).

CHI PINH

Uperio dugc chi dinh diéu tri suy tim c6 triéu chimg & bénh nhan c6 ri loan chirc ning tim
thu. Uperio da dugc chimg minh lam giam ty 1€ tir vong do bénh tim mach va nhép vién do suy
tim so véi enalapril.

Uperio cling cho thay lam giam ty 1¢ tir vong do moi nguyén nhan so véi enalapril.

LIEU DUNG VA CACH DUNG
Liéu muc tiéu cuia Uperio 1a 200 mg, hai lan/ngay.

Liéu khoi dau duoc khu;yf:n céo ctia Uperio 1a 100 mg, hai lan/ngay. Liéu khai dau 50 mg dung
hai lan/ngay dugc khuyén cao cho bénh nhan dang khong st dung cac thude tic ché men chuyén
angiotensin (ACE) hodc thudc chen thy thé anglotensm 11 (ARB) va dugc can nhac dung cho
bénh nhan trudc day da dung cac thude nay & liéu thép (xem muc CAC NGHIEN CUU LAM
SANG).

Nén ting gip déi liéu ciia Uperio sau mdi 2-4 tudn dén liéu muc tiéu 200 mg dung 2 lan/ngay
tuy theo su dung nap cta bénh nhan.

Do nguy co phi mach tang Ién khi dung dong thoi véi thuoc trc ché men chuyen khong nén bit
dau dung Uperio trong vong 36 gid sau khi ngimng diéu tri bang thude trc ché men chuyén (xem
muc CHONG CHI PINH).

Khong nén ding df’ing thoi Uperio vdi thude chen thu thé angiotensin II do tac dung chen thu
thé angiotensin II ctia Uperio (xem muc CANH BAO VA THAN TRONG va muc TUONG
TAC THUOC).

Néu bénh nhan gap cac van dé vé kha na.ng dung nap (huyét ap tam thu [SBP] <95 mmHg, ha
huyet ap triéu chimg, tang kali mau, roi loan chtrc ning than), khu)en céo diéu chinh liéu céc
thudc ding dong thoi, chudn do giam liéu tam thoi hodc ngimg diéu tri bing Uperio.

Khong nén bét dau didu tri & nhitng bénh nhan ¢6 nong do kali huyet thanh > 5,4 mmol/l hodc
co huyet ap tam thu < 100 mmHg (xem phin CANH BAO VA THAN TRONG). Nén xem xét
dung liéu khai déu 50 mg, hai 1dn mdi ngdy déi véi bénh nhén c6 huyét ap tdm thu > 100-110
mmHg.

Nhirng déi twgng dic biét
Nhém bénh nhén cao tudi
Liéu diing nén phit hop véi chirc ning than ciia bénh nhan cao tudi.

Suy than
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Khéng can diéu chinh lidu & bénh nhan suy than nhe (tic dg loc cau thin ude tinh [eGFR] 60-
90 ml/phit/1,73 m?). Nén xem xét diing liéu khoi dau S0mg, hai 1an mdi ngay & bénh nhén suy
than trung binh (eGFR 30-60 ml/phuit/1,73 m?). Do kinh nghiém lam sang con rat han ché &
bénh nhén suy than ning (eGFR < 30 ml/phat/1,73 mz) (xem phan PAC TINH DUQC LEUC
HOQC), cin than trong khi ding Uperio va khuyén céo dung liéu khoi du 50 mg, hai 1an méi
ngay. Khéng cé kinh nghiém & bénh nhén bi bénh than giai doan cudi va khong khuyén céo sir
dung Uperio.

Suy gan

Khong can diéu chinh liéu khi ding Uperio cho bénh nhén suy gan nhe (phan loai Child-Pugh
A). Kinh nghlem lam sang con han ché & bénh nhan suy gan trung binh (phan loai Child-Pugh
B) hodc ¢6 gia tri AST/ALT cao gap hai lan gi61 han trén cua mic binh thudng. Cén than trong
kh1 dung Uperio ¢ nhiing bénh nhan nay va lidu khoi dau duoc khuyen cdo 1a 50 mg, hai lan
mdi ngdy (xem phan CANH BAO VA THAN TRONG va PAC TINH DUQC LUC HOC).
Chéng chi dinh ding Uperio ¢ bénh nhan suy gan ning, xo gan mat hodc & mét (phén loai
Child-Pugh C) (xem phin CHONG CHI DINH).

Nhém bénh nhén tré em

Do an toan va hiéu qua cua Uperio ¢ tré em va thi¢u nién dudi 18 tudi chua dugce xac dinh. Hién
chua co dir liu.

CACH DUNG
Dung dudng uéng. C6 thé dung Uperio cung hodc khong cung véi thirc an (xem muc DAC
TINH DUQC LUC HQC).
CHONG CHI PINH
¢ Qua man vdi hoat chat, sacubitril, valsartan hodc bat cr thanh phin ta duoc nao.

o Sirdung dong thai véi céc thude e ché men chuyén (xem muc CANH BAO VA THAN
TRONG, muc LIEU DUNG VA CACH DUNG va muc TUONG TAC THUOC).
Khéng nén dung Uperio trong vong 36 gio sau khi dimg diéu tri bang thude trc ché men
chuyén.

e Bénh nhan c6 tién sir pht mach lién quan dén diéu tri bang cac thude trc ché men chuyén
hodc thudc trc ché thu thé angiotensin.

e Suy gan ning, xo gan mét hogic &t mat (xem phin LIEU DUNG VA CACH DUNG).

¢ Sudung dong thoi véi aliskiren trén bénh nhén déi thao  dudmg typ 2 (xem muc CANH
BAO VA THAN TRONG va myc TUONG TAC THUOC).

e Phu nit c6 thai (xem myc PHU NU CO KHA NANG MANG THAI MANG THAL
CHO CON BU VA SINH SAN).
CANH BAO VA THAN TRONG
Doc kj hudng din si 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 sf.
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Phong téa kép hé Renin-Angiotensin-Aldosteron (RAAS)

Khong dung dong thoi Uperio véi thude e ché men chuyen do nguy co phu mach. Khong
nén bat dAu ding Uperio trong vong 36 git sau khi dung liéu cuon thubc trc ché men chuyen
Néu nglmg dung Uperio, diéu tri bang thude trc ché men chuyen khong nén bt dau trong
vong 36 gid sau li¢u cudi ciia Uperio (xem muc CHONG CHI PINH, muc LIEU DUNG
VA CACH DUNG, va muc TUONG TAC THUOC).

Than trong khi dung dong thoi Uperio vai cac thude trc ché tryc tiép renin nhu aliskiren
(xem muc CHONG CHI PINH va muc TUONG TAC THUOC). Khong duoc dung dong
thoi Uperio vai aliskiren cho bénh nhan déi thao duong typ 2 (xem muc CHONG CHI
DINH).

Khong dung ddng thoi Uperio vdi cdc thude tic che thu, thé angiotensin do tac dung chen
thu ‘thé angiotensin II cia Uperio (xem muyc LIEU DUNG VA CACH DUNG va muc
TUONG TAC THUOC).

Ha huyét ap

Khéng nén bit dau didu tri trir khi huyét 4p tim thu > 100 mmHg. Nhing bénh nhén ¢6
huyét p tam thu < 100 mmHg chua dugc nghién ciu (xem phan PAC TINH DUGC LUC
HOC). Cac truong hop ha huyet ap triéu chimg da dugc bao céo ¢ nhing bénh nhan diéu tri
bang Uperio trong céc nghién ctru ldm sang (xem phdn PHAN UNG BAT LQI CUA
THUOC), dic biét & bénh nhan > 65 tu01 bénh nhan bi bénh than va bénh nhén ¢6 huyét ap
tam thu thap (< 112 mmHg). Khi bat ddu diéu tri hoic trong khi chuén do liéu Upeno nén
theo d&i huyét ap thuong xuyén. Néu ha huyét 3 ap xay ra, khuyen c4o chuan do giam lidu
tam thoi hoac ngung diéu tri bang Upeno (xem phan LIEU DUNG VA CACH DUNG)
Nén xem xét diéu chinh lidu cua thude lgi tiéu, thube chong ting hu}et ap dung dong thot
va diéu trj cac nguyén nhan khéc gy ha huyet ap (vi du giam thé tich mau) Ha huyet ap
triéu chimg c6 nhleu kha ning xdy ra hon néu bénh nhan bi giam thé tich, vi du do diéu tri
lgi tiéu, han ché muoi trong ché do an, tiéu chay hoac nén. Can diéu chinh sur thiéu hut natri
vi/hodc giam thé tich trude khi bt dz}iu diéu tri bing Uperio, tuy nhién, phai can nhic cin
than hanh dong diéu chinh nay véi nguy co qua tai thé tich.

Suy giam chire niang thin o<l

Dénh gia bénh nhan suy tim nén luén bao gdm danh gia chire nang than. Nhimg b¢nh nhén
suy thdn nhe va trung binh ¢6 nhiéu nguy co bi ha huyet ap (xem phan LIEU DUNG VA
CACH DUNG). Kinh nghiém 1am sang con rat han ché & bénh nhan suy thén nang (tc dd
loc cau than (GFR) u6c tinh <30 ml/phutf 1,73 mz} va nhimg bénh nhan nay c6 nguy co cao
nhét vé ha huyét ap (xem phan LIEU DUNG VA CACH DUNG). Khong c6 kinh nghiém &
bénh nhén bi bénh than giai doan cudi va khong khuyén cdo sir dung Uperio.

Chire niing thin xiu di
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St dung Uperio ¢6 thé lién quan dén glam chire nang than. Nguy co nay c6 thé ting thém do
mét nude hodc sir dung dong thai véi thude chong viém khéng steroid (NSAID) (xem phan
TUONG TAC THUOC). Nén xem xét giam liéu & nhimg bénh nhan phat sinh giam chirc nang
than c6 y nghia lam sang.

Tang kali mdu

Khong nén bat dau diéu tri neu nong do kali huyét thanh > 5.4 mmol/l. Sir dung Uperio ¢6 thé
lién quan dén ting nguy co vé ting kali mdu, mac du giam kali mau ciing c6 thé xay ra (xem
phan PHAN UNG BAT LOI CUA THUOC). Khuyén céo theo doi kali huyét thanh, dic biét &
nhiing bénh nhén c6 cac yéu to nguy co nhu suy thén, b¢nh déi thao ducmg hodc giam aldosteron
huyel hodc nhimg ngudi co ché d6 an nhiéu kali hodc dang dung thude doi khang corticoid
khoang (xem phan LIEU DUNG VA CACH DUNG) Neu bénh nhén tang kali mdu c6 y nghia
lam sang, khuyén céo dleu chinh liéu cac thude dung dong thoi hogde chudn d6 giam liéu tam
thai hodc ngimg ding thude. Nén xem xét ngimg diéu tri néu nong do kali huyét thanh > 5.4
mmol/l.

Phit mach

Phu mach d3 dwoc ghi nhén trén bénh nhén diéu tri bang Uperio. Néu phii mach xuét hién, nén
ngimg dung Upm:io ngay va co bién phap diéu tri thich hop va theo dai cho dén khi hét hin cac
triéu chimg va dau hiéu 1am sang. Khong dugce dung lai Uperio. Truong hop vi tri phu mach
dugce xac dinh khu tri @ mét va méi, phit mach thudng tur thodi lui ma khéng can diéu tri, mic
dir 6 thé sir dung thude khang histamin dé lam giam triéu chimg.

Phu mach lién quan dén phil thanh mon c6 thé gay tr vong. Néu phu mach xuat hién & ludi,
thanh mon hodc thanh quan va la nguyén nhén gy tic nghén duong tho, can trién khai ngay
céc bién phap diéu tri thich hop bang tiém dudi da adrenalin 1:1000 (0,3 mL dén 0.5 mL)
va/hodc cdc bién phap can thiét dé dam bao thong khi.

Chua ¢6 nghién ciru sir dung thude trén nhém bénh nhan c6 tién sir phit mach trude d6. Do céc
bénh nhan nay c6 nguy co phu mach cao hon, khuyen céo than trong khi sir dung Uperio cho
ho. Khéng str dung Uperio cho cac bénh nhan c6 tién sir phu mach lién quan dén cac thudce trc
ché men chuyen hodc lién quan dén didu tri bang céc thude tre ché thu thé angiotensin trude dé
(xem muc CHONG CHI BINH).

Bénh nhan da den c6 thé ting man cam véi hién tugng phit mach.

Bénh nhan hep déng mach than

Tuong tu céc thuoc khac anh huong trén hé renin-angiotensin-aldosteron, Uperio co thé 1am
tdng ure mau va ndng do creatinin huyét thanh trén bénh nhan hep dong mach than hai bén hodc
mot bén. Can than trong trén nhitng bénh nhan hep dong mach than va khuyén cdo theo dai
chirc nang than.

Bénh nhin véi phén loai chire ning dj IV theo NYHA

Can than trong khi sir dung Uperio cho bénh nhan NYHA d6 IV do kinh nghiém lam sang véi
d6i twong bénh nhan nay con han ché.

Peptid l¢i niéu natri type B (BNP)
BNP khong phai [a mot chat chi diém sinh hoc thich hop vé suy tim & bénh nhan diéu tri bing
Uperio vi né 1a mot co cht cta neprilysin (xem phan PAC TINH DUGC LUC HOC).
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Bénh nhin suy gan

Kinh ngl-uem l&m sang con han che & bénh nhén suy gan trung binh (phéan loai Child-Pugh B)
hodc c6 gid tri AST/ALT cao g4p hai 1in gidi han trén clia mic binh thuong. 0] nhirmg bénh
nhan nay, ndng d¢ c6 thé tang 1én va d¢ an toan chua duge xdc dinh. Do do khuyen cao'nén
thén trong khi dung Uperio ¢ nhimg bénh nhéin nay (xem phan LIEU DUNG VA CACH DUNG
va PAC TINH DUQC LUC HQC). Chéng chi dinh ding Uperio & nhimg bénh nhén suy gan
ning, xo gan mét hodc & mat (phan loai Child-Pugh C) (xem phin CHONG CHI DINH).

PHAN UNG BAT LOI CUA THUOC
Tém tit hd so vé an toan

Céc phén (mg bat loi dd dugc bao cao thuomg xuyén nhit trong khi diéu tri bang Uperio 12 ha
huyét ap, ting kali mau va suy thin (xem phan CANH BAO VA THAN TRONG). Phu mach

di duoc bao céo & bénh nhan diéu trj bing Uperio (xem mé ta cic phan tmg bét loi chon loc).

D¢ an toan cua Uperio ¢ bénh nhan suy tim man tinh da dugc dénh gia trong nghién ctru then
chét PARADIGM-HF pha 3 so sanh cac bénh nhan dugc diéu tri hai 1an mdi ngay bfmg Uperio
200 mg (n = 4.203) hodc enalapril 10 mg (n =4.229). Céc bénh nhan dugc phéan ngau nhién vao
nhoém Uperio di duge diéu tri trong thoi gian ding thude trung vi 1a 24 thang; 3.271 bénh nhan
da duge diéu tri entretrong hon mgt nam.

Trong nghién ctru PARADIGM-HF, céc déi tuong trude day da dwogc diéu tri bang thudce tc
che ACE va/hoic ARB va ciing da phai hoan thanh thanh cong giai doan diéu tri thir nghiém
tudn tu bang enalapril va Uperio (thoi gian dung thude trung vi theo thir tir 1a 15 ngay va 29
ngay) trudce khi vao giai doan diéu tri ngdu nhién, mu doéi. Trong g1a1 doan diéu tri thir nghiém
bang enalapril, 1.102 bénh nhén (10,5%) da ngimg diéu tri vinh vién, 5,6% do mét phén mg
bt loi, thudng gap nhét 14 réi loan chirc nang than (1,7%), tang kali mau (1,7%) va ha huyet ap
(1,4%). Trong giai doan diéu tri thur nghi¢m bing Uperio, 10,4% bénh nhan di ngimg diéu tri
vinh VIEn, 5,9% do mdt phan tmg bat loi, thuong gip nhét 12 i loan chic ning than (1,8%),
ha huyet ap (1,7%) va tang kali méu (1,3%). Do céc truong hop ngimg ding thude trong glal
doan diéu trj thir nghiém, ty 1¢ cac phan tmg bat loi nhu duoc trinh by trong bang duéi dy cé
thé thap hon ty 1& cac phéan tmg bat loi du kién trong thuc hanh lam sang.

Viéc ngimg diéu trj do mot phan tmg bt loi trong glal doan diéu tri mu doi cua nghién ctru
PARADIGM-HF da xay ra & 450 bénh nhan diéu tri bing Uperio (10,7%) va 516 bénh nhan
diéu tri bang enalapril (12,2%).

Bang liét ké cic phan img bét loi vl

Cac phan ng bt loi duge sap xep theo nhém hé co quan va sau d6 theo tan suat, dlu tién la
cac phan Umg thudng gap nhét, sir dung quy udc sau day: rat thuomg gap (= 1/10); thudng gdp
(> 1/100 dén < 1/10); it gip (> ]!] 000 dén < 1/100); hiém gap (= 1/10.000 den < 1/1.000); rit
hiém gap (< 1/10.000). Trong mdi nhém tan suat, cic phan tmg bét loi duge sép xép theo thir
tu mire d§ nghiém trong giam dén.

Bing 1 Danh sich cic phin tmg bét lgi
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Nhém hé co quan Thudt ngir wu tién Loai tin suft

Ro6i loan méu va hé bach huyét Thiéu méu Thuong gap
Réi loan hé mi&n dich Qua min ft gap
Réi loan chuyén héa va dinh dwing Tang kali mau* Rét thuong gip
Giam kali méu Thuong gap
Ha duong huyét Thuong gip
Roi loan hé than kinh Choang vang Thudng gip
Nhic dau Thuong giap
Ngit Thuong gap
Chéng mit tir thé it gap
Réi loan tai va mé dao Choéng mat Thuong gap
Réi loan mach Ha huyét ap* R4t thuong gip
Ha huyét ap thé dimg Thuong gip
Roi loan ho hap, ngue va trung that Ho Thuong gap
Réi loan tiéu héa Tiéu chay Thuong gip
Budn non Thuong gip
Viém da day Thuong gap
Réi loan da va mé duéi da Nglra it gap
Phat ban ft gap
Phu mach* it gap
Réi loan than va tiét niéu Suy giam chire nang than*|RAt thuong gip q"i
Réi loan toan thin va tinh trang tai chd|Mét moi Thuong gap g
ding thude Suy nhugc Thuodng gap
* Xem mo ta cac phan umg bét lgi chon loc. /

Mo ta cac phan (g bét loi chon loc

Phit mach

Phu mach di duge béo cao ¢ bénh nhan diéu tri bzing Uperio. Trong nghién ctru PARADIGM-

HF, phu mach da dugc bao cdo ¢ 0.5% bénh nhan diéu tri bang Uperio, so v6i 0,2% bénh nhén |
didu tri bing enalapril. Ty 1& phit mach cao hon da dugc quan sét thay & bénh nhan ngudi da )
den didu tri bing Uperio (2,4%) va enalapril (0,5%) (xem phan CANH BAO VA THAN "

TRONG).

Tdang kali mau va kali huyét thanh
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d¢ kali huyet thanh >5;4 mmol/l
hién ctu PARADIGM-HF, tang kali mau va ndng
;gogfcngao cao theo thir tw ¢ 11,6% va 19,7% bénh nhan didu tri bang Uperio va 14,0% va

21,1% bénh nhén diéu tri bang enalapril.
Huyéf ap

ién cu hu thap co ¥ nghia lam sang
i3 nghién ciru PARADIGM-HF, ha huyét ép va huyét 4p tim t
(zog(%n;g:Hg va giam so v6i ban diu > 20 mmHg) di dugce bdo céo theo thir ty & 17,6% va
4.76% bénh nhan diéu tri bing Uperio so véi 11,9% va 2,67% bénh nhan diéu tri bang enalapril.

Suy thdn

Trong nghlen ctru PARADIGM-HF, suy than da duoc bao cdo & 10,1% bénh nhan diéu tri bang
Uperio va 11,5% bénh nhén didu tri bang enalapril.

Théng bdo cho bac si nhitng tic dung khong mong muén gip phdi khi sic dung th ube.
TUONG TAC THUOC

Twong tic thube chong chi dinh

Cic thude re ché men chuyen anglotensm (ACE): Chéng chi dinh sir dung dong thoi Uperio
V@i cac thuoc &rc ché men chuyén do su trc ché dong thoi cua neprilysin (NEP) va thude tre ché
men chuyén c6 thé 1am tang nguy co phu mach. Khong bt dau str dung Uperio trong vong 36
gi®r sau khi ding liéu cudi thude ue ché men chuyen Khong bt diu diéu tri béng thuoc trc ché
men chuyen trong vong 36 gio sau khi dung liéu cudi Uperio (xem muyc CHONG CHI PINH
va muc LIEU DUNG VA CACH DUNG).

Aliskiren: Chong‘chl dinh sir dung dong thdi Uperio cho bénh nhan dai thio duomg typ 2 (xem
muc CHONG CHI PINH).

Twong tic thuée khuyén cdo khong sir dung dong thoi

Khdng nén ding dong thdi Uperio véi thude chen thu thé angiotensin II (ARB) do tic dung
chen thu thé angiotensin II cua Uperio (xem muc CANH BAO VA THAN TRONG).

Nén tranh ding thubc ddng thai véi aliskiren trén bénh nhan suy than (Téc do loc cau thn udc
tinh < 60 mL/phat/1.73 m?) (xem myuc CANH BAO VA THAN TRONG).

Tuwong tic da dwoc ghi nhin cin cin nhic khi phéi hop

Cac Statin: Cac dir liéu in vitro cho Ihéy sacubitril rc ché cac hé van chuyén OATP1B1 va
OATPI1B3. Do dé, Uperio c6 thé lam tang nong d¢ toan than cia cac co chit cua OATP1BI va
OATP1B3 nhu céc statin. Str dung dong thoi véi Uperio lam tang f,ap d6i néng d6 Cmax cta
atorvastatin va cac chit chuyén hoa cua thudc va 1am ting dén 1.3 1an dién tich dudi duong
cong AUC. Do d6, nén than trong khi dung ddng thdi Uperio véi céc statin.

Uc ché PDES bao gom sildenafil: Dung thém dong thoi liéu don sildenafil cung véi Uperio &
trang thai 6n dinh trén bénh nhn tdng huyet ap gy ha huyét 4p manh hon so v6i dung Uperio
don doc. Do do, nén than trong khi bat dau dung sildenafil hogc thudc trc ché PDE-5 khéc cho
bénh nhén dugce diéu tri bang Uperio.

8NnT7
HPI_Uperio 50mg, 100mg, 200mg _Singapore_ IPL version Aug 2015/\VVnese Jun 2017



Twong tac thube c6 thé xudt hién cin dwge cin nhic khi phdi hop

Kali: Sur dung dong thoi véi céc thude loi tiéu giir kali (nhu triamteren, amilorid), céc thude
d6i khang thu thé corticoid khoang (nhu spironolacton, eplerenon), céc ché pham bd sung kali
hodc céc dang mudi ¢6 chira kali c6 thé din dén lam tang nong do kali huyet thanh va dan dén
tang nong d creatinin huyét thanh. Khuyén céo theo doi nong d6 kali huyét thanh néu sir dung
dong thoi Uperio véi cac thube nay (xem muc CANH BAO VA THAN TRONG).

Cic thude khing viém khéong steroid (NSAID) bao gbém céc thuoc ac ché chon loc
cyclooxygenase-2 (céc thudc wre ché COX-2): Trén bénh nhan cao tudi, bénh nhan bi giam thé
tich tudn hoan (bao gdm céc bénh nhan dang diéu tri bing thudc 1oi tiéu), hodc bénh nhan c6
chirc nang thén suy giam, sir dung dong thoi Uperio va cic thuée NSAID ¢6 thé din dén tdng
nguy co lam x4u di chic ning than. Do d6, khuyén cdo theo ddi chirc nang than khi bt diu
hodc thay dbi diéu trj trén bénh nhan dang ding céc thude NSAID sir dung dong thai Uperio.

Lithi: Kha nang twong tac thudc giita Uperio va lithi chua duoge nghién ctru. Tang nong dg lithi
huyét thanh ¢6 hdi phuc va déc tinh da duoc ghi nhan khi sir dung dong thoi lithi véi cée thude
trc ché men chuycn hoic cac thudc ddi khang thu thé angiotensin II. Do do, khuyen cdo than
trong theo ddi nong do lithi huyét thanh khi str dung dong thoi véi Uperio. Néu sir dung cling
mot thude loi tiéu, nguy co doc tinh cua lithi con ¢6 thé tang thém.

Cic chat vin chuyen OATP va MRP2: Chét chuyén hoa c6 hoat tinh ctia sacubitril (LBQ657)
va valsartan 13 co chat OATP1B1, OATP1B3 va OAT3; valsartan ciing 1a co chit MRP2. Do
6, str dung dong thoi Uperio véi cac thude tre chc OATPIBI, OATP1B3, OAT3 (nhu rifampin,
cyclosporin) hoiac MPR2 (nhu ritonavir) co the lam ting ndng d¢ LBQ657 hodc valsartan twong
{mg trong tuan hoan. Can than trong khi bat dau hoic ngimg diéu trj véi cac thude nay.

Twong tac khong cé y nghia

Twong tac thude-thude khong cé ¥ nghia trén 14m sang da dwoc ghi nhan khi str dung dong thoi
Uperio véi furosemid, digoxin, warfarin, hydrochlorothiazid, amlodipin, metformin,
omeprazol, carvedilol, nitroglycerin duong tinh mach hodc dang két hop levonorgestrel/ethinyl
estradiol. Khong c6 tuong tic cua thudc vai atenolol, indomethacin, glyburid hodc cimetidin.

Cdc tuong tdc qua trung gian CYP 450: Cac nghién ciru chuyén héa in vitro cho thdy kha ning
tuong téc thuoc trén CYP 450 thap do Uperio it chuyén héa qua hé enzym CYP 450. Uperio
khong gdy cam tmg hodc tic ché enzym CYP 450.

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

SINH SAN _
o ., g o i 5 o )\2/

Phu nir ¢6 khi ning mang thai (va cic bién phap tranh thai néu co6)

Phu nir c¢6 kha nang mang thai nén dugc tw vén vé nhirng hé qua cua viée sir dung Uperio trong
khi mang thai va nén dugc khuyén sir dung cac ‘bién phap tranh thai trong thoi gian diéu tri
béng Uperio va 1 tudn sau khi ding liéu thude cudi cung.

Phu nir ¢6 thai

Tuong tu céc thude khéc tac dong truc tiép trén hé renin-angiotensin-aldosteron, khong st dung
Uperio trong thoi ky c6 thai (xem muc CHONG CHI DINH). Uperio tac dong doi khang
angiotensin II. Do do, khong thé loal trir nguy co ctia thudc trén thai nhi. Da c6 céc bdo céo ve
t6n thwong do thude trén sy phat trién ciia thai nhi (nhu say thai ty nhién, thiéu 6i va réi loan

9/17
HPI_Uperio 50mg, 100mg, 200mg _Singapore_ IPL version Aug 2015/Vnese Jun 2017

~o\

| £,

| R |



chirc ning thin & tré so sinh) khi ngudi me mang thai dung valsartan. Bénh nhén nén dugc
khuyén ngung Uperio ngay sau khi mang thai va thong bdo cho béc si ctia minh.

Phu nir cho con b

Hién chua biét Uperio c6 bai tiét vao sita me hay khong. Thanh ph?m cua Uperio, §acub§iﬁ1 va
valsartan bai tiét vao sita chudt cong me (xem muc DU LIEU AN TOAN PHI LAM SANG).
Do nguy co cac phan img bt lgi co thé xay ra trén tré so sinh va tré nho b me, khuyén céo
khéng ding Uperio trong thdi gian cho con bi. Nén can nhac quyét dinh ngimg cho con bu
hodc ngimg ding Uperio trong thoi gian cho con b, ¢6 tinh dén tam quan trong cua Uperio doi
vGi ngudi me.

Kha nang sinh san

Chura ¢6 cac dir liéu vé tac dung cua Uperio trén kha ning sinh san cua nguoi. Thude khong anh
huong dén kha ning sinh san da duge chimg minh trong cac nghién ciru voi Uperio trén chudt
cbng duc va cai (xem muc DU LIEU AN TOAN PHI LAM SANG).

ANH HUONG PEN KHA NANG LAI XE VA VAN HANH MAY MOC

Khong ¢6 nghién ctru lién quan duge tién hanh. Can than trong khi sir dung may moc hodc lai
xe, do udng thude c6 thé gy chong mat va mét moi.

QUA LIEU

Co it cac dir ligu vé sir dung qua liéu Uperio trén ngudi. Trén nguoi tinh nguyén khoe manh,
lieu don Uperio 1200 mg va 900 mg da lieu (14 ngay) da dugc nghién ciru va cho thay thude
duoc dung nap tot.

Ha huyét 4p 1 triéu chimg qua liéu thuong gap nhat do tac dung ha huyét 4p ctia Uperio. Diéu
tri triéu chimg nén dugec thuce hién.

Khéng loai duge Uperio bing loc méu do thude lién két manh véi protein huyet tuong.

PAC TINH DUQC LUC HQC

Nhém diéu tri: Céc tac nhan hoat dong trén hé thong renin-angiotensin; Angiotensin II, dang
ket hop khac.

Ma ATC: C09DX04

Co ché tic dung (MOA)

Uperio {rc ché theo co ché tac dung méi cua chit (rc ché thu thé angiotensin neprilysin (ARNI)
bang cach tic che dong thoi neprilysin (endopeptidase trung tinh; NEP) thong qua LBQ657- 1a
chat chuyén hoa c6 hoat tinh cua tién thuoc sacubitril va bang céach tc ché thu thé angiotensin
Il typ 1 (AT1) ctia valsartan. Hiéu qua bd trg trén tim mach va tdc dung trén thén cia Uperio
trén bénh nhan suy tim la do LBQ657 lam tang nong d¢ céc peptid bi phan hty bai neprilysin
nhu natriuretic peptides (NP) va tac dung trc che dong thoi tac dung bat l¢i ciia angiotensin II
boi valsartan. Céc NP the hién tdc dung thong qua hoat héa thu thé guanylyl cyclase gén trén
mang din dén lam tang nong d¢ cdc guanosin monophosphat vong truyén tin thir cip (cGMP),
do dé thic day su gian me_lc'h, tang thai trir natri va loi niéu, tang téc do loc cau than va tang luu
lugng mau qua than, (rc ché giai phong renin va aldosteron, giam hoat dong giao cam, tic dung
chong phi dai va chong xo héa. Hoat hoa kéo dai hé renin-angiotensin-aldosteron dan dén co
mach, gilt nudc va mudi ¢ than, kich hoat su sinh truéng va nhan 16n cta té bao va hau qua gay
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tai f:ziu tr}’lc thich nghi. Valsartan irc ché tac dong ¢6 hai trén tim mach va trén thin cua
angiotensin 2 bang cach trc che chon loc thu thé AT1, dong thoi trc ché giai phéng aldosteron
phu thude angiotensin II.

Tac dung dwgc lye hge (PD)

Tac dung duge lye hoc cua Uperio dugc danh gia sau khi dung lidu don va lidu 1ap lai trén
nguoi tinh nguyén khée manh va bénh nhén suy tim phu hop véi tac dung tc ché dong thoi
neprilysin va hé renin—angiotensin—a]dpstgon. Trong mét nghién ciru 7 ngay c6 ddi chimg véi
valsartan trén bénh nhan giam phan sudt tong méu (HFrEF), st dung Uperio din dén su giating
¢ y nghia nhung khong bén sur bai tiét natri niéu, tang GMP vong trong nuée tiéu va lam giam
MR-proANP va NT-proBNP trong huyét tuong so véi valsartan. Trong mot nghién ctru 21 ngay
trén bénh nhan c6 phan suét tong mau giam, Uperio 1am giam c6 y nghia ANP va GMP vong
trong nudc ti€u, GMP vong trong huyet twong, giam NT-proBNP, aldosteron va endothelin-1
trong huyet tuong so véi truée diéu tri. Uperio ciing tic ché thu th AT1 thong qua viéc lam
giam hoat tinh va nong do renin huyet tuong. Trong nghién ctru PARADIGM-HF, Uperio 1am
giam NT-proBNP huyét twong va tang BNP huyét tuong, GMP vong trong nudc tiéu so voi
enalapril. Trong khi BNP 12 mét co chat cua neprilysin thi NT-proBNP khong phai 1a co chit
cua neprilysin. Do d6, NT-proBNP (chir khéng phai BNP) 1a mét chét chi diém sinh hoc thich
hop deé theo doi bénh nhén suy tim duge diéu trj bing Uperio.

Trong mét nghién clru lam sang danh giad khoang toan dién QTc thuc hién trén nguoi tinh
nguyén khée manh la nam giGi ding liéu don 400 mg va 1200 mg cho thdy Uperio khéng ¢6
tac dong trén su tai cuc co tim.

Neprilysin 14 mét trong s6 nhiéu enzym tham gia vao thanh thai amyloid-B (AB) tir ndo va dich
ndo tay. Su dung Uperio 400 mg mot lén/ngéy trong 2 tuan trén ngudi tinh nguyén khée manh
lam tang néng do AP 1-38 trong dich ndo tiy so véi dung gia dugc; khong c6 su thay dbi vé
nf‘)pg do AP 1-40 va 1-42 trong dich ndo tay. Y nghia 1am sang cla két qua nay hién chua duge
biét rd (xem muc DU LIEU AN TOAN TIEN LAM SANG).

Dwge dong hoc (PK)

H:ﬁp thu

Sau khi ding dudng udng, Uperio giai phong sacubitril, chét ndy sau d6 dugc chuyén héa thanh
LBQ657, va valsartan. Cac chat nay dat nong d6 dinh trong huy€t twong twong tmg sau 0,5 gio,
2 gidva 1,5 gio. Sinh kha dung tuyét doi duong uong cua sacubitril va valsartan udc tinh tuong
tmg > 60% va 23%.

Sau khi dung liéu Uperio hai 1dn/ngay, néng d¢ cta sacubitril, LBQ657 va valsartan dat trang
thdi 6n dinh trong vong 3 ngay. O trang thai 6n dinh, sacubitril va valsartan khang tich liiy khac
biét 13 rét, trong khi tich lily LBQ657 tang 1,6 lan. Sir dung Uperio ciing véi thire in khong anh
hudng 6 ¥ nghia trén 14m sang dén ndng do cua sacubitril, LBQ657 va valsartan trong tuan
hoan. Mac dii c6 su giam ndng do ciia valsartan trong tuan hoan khi dung Uperio clng voi thire
an, viéc giam nay khong kém theo viéc giam tac dung dieu tri trén lam sang. Do d6, Uperio c6
thé dung cuing hodc khdng cung véi thic dn.

Phén bb

Uperio lién két manh véi protein huyét twong (94% - 97%). Qua so sanh nong do trong huyét
twong va trong dich ndo tiy, LBQ657 qua hang rao mdu ndo v&i mire do han ché (0,28%).
Uperio c6 thé tich phan b biéu kién dao dong tir 75L dén 103 L.
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Chuyén héa sinh hoc/Chuyén héa )
Sacubitril d& chuyén thanh LBQ657 boi cdc men esterase; LBQ657 sau d6 khong duge ticp tuc

chuyén héa véi mic do dang ké. Valsartan dugc chuyén hoa 0 mn{rc d6 toi thiéu, chi ’khoang
20% liéu dugce tim thdy dudi dang chat chuyén hoa. Chat chuyén hoa‘dang hydr()'xyl hoe: duc_fc
x4c dinh & néng do thép trong huyét tuong (<10%). Do sa,c:ub}m_l va vals;artarn it E:huyer} hoa}
qua trung gian CYP450, st dung dong thoi thudc nay voi cac loai thudc tac dong trén hé

CYP450 khong gdy anh hudng dén duoc dong hoc cua thudc.

Thai trie

Sau khi ding dudng udng, 52%-68% sacubitril (chd yéu duti dang LBQ657) va khodng 13%
valsartan va cac chat chuyén héa clia n6 duge thai trir qua nude tieu; 37%-48.% fsacubltn! (chu
yéu dudi dang LBQ657) va 86% valsartan va céc chét chuyén hoa ctia no thai trir qua phan.

Sacubitril, LBQ657 va valsartan duoc thai trir khoi huyét tuong voi thoi gian ban thai trung
binh (t12) trong tmg khoang 1,43 gio, 11,48 gid va 9,90 gio.

Tuyén tinh/Khéng tuyén tinh

Dugc dong hoc cua sacubitril, LBQ657 va valsartan tuyén tinh trong khoang lidu thir nghiém
(50 - 400 mg Uperio).

Quan thé dic biét
Bénh nhén cao tudi

Nong dd LBQ657 va valsartan ting & céc dbi twong trén 65 tudi theo thir tw 1a 42% va 30% so
voi cac dbi tugng tré hon.

~

Suy gidm chirc ning théin ("7

Mot su tuong quan da duge quan sat thay gitra chirc nang than va nong do LBQ657 toan thin
& nhimg bénh nhén suy than nhe dén nang. Nong 46 LBQ657 & nhitng bénh nhén suy thén trung
binh (30 ml/phut/1,73 m? <eGFR < 60 ml/phuit/1,73 m?) va suy than nang (15 ml/phit/1,73 m?
< eGFR < 30 ml/phut/1,73 m?) cao hon gip 1,4 1an va 2,2 1an so v&i nhitg bénh nhén suy thin
nhe (60 ml/phut/1,73 m? < eGFR < 90 ml/phtt/1,73 m?) - nhém bénh nhén 1én nhét tham gia
vao nghién ctru PARADIGM-HF. Nong do valsartan tuong tu & nhimg bénh nhan suy thin
trung binh va ning so vdi nhimg bénh nhan suy than nhe. Chua ¢6 nghién ciru nao dugce thuc
hién & nhimg bénh nhan dang duoc thim phan. Tuy nhién, LBQ657 va valsartan gin két cao
véi protein huyét turong va do do khong duge loai b hiéu qua bang thim phan.

Suy giam chire nang gan

O nhimg bénh nhén suy gan nhe dén trung binh, ndng do sacubitril tang theo thir ty gip 1,5 lin
va 3.4 1an, LBQ657 tang gip 1,5 14n va 1,9 lan, va valsartan ting gip 1.2 1an va 2,1 lan so v6i
cac dbi tuong khoe manh phu hop. Tuy nhién, & nhitng bénh nhan suy gan nhe dén trung binh,
nong d6 LBQ657 tu do ting theo thir tur gap 1.47 lan va 3.08 lan, va ndng do valsartan tu do
tang theo thir tr 1a 1,09 14n va 2,20 14n so véi cac ddi tugng khoe manh phu hop. Uperio chra
duge nghién ctru & nhitng bénh nhan suy gan ning, xo gan mit hodc it mét (xem phan CHONG
CHI DINH va CANH BAO VA THAN TRONG).
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Bénh nhi (dudi 18 tudi)
Uperio khéng nghién ctru trén bénh nhi.

Nhém chiing toe

Dqgc dc?ng 1}19(5 cua Uperjo (sacubitril, LBQ657 va valsartan) khong c6 sy khéc biét gitra cac
ch‘ung‘toc va cac nhom dan toc khac nhau (ngudi da trang, nguoi da den, ngudi chiu A, Nhat
Ban va cac nude khic). S

Anh hwéng ciia gi¢i tinh

Duge dong hoc cta Uperio (sacubitril, LBQ657 va valsartan) khong c6 su khac biét trén phu
nir va nam giai. ' ‘ -

CAC NGHIEN CUU LAM SANG
PARADIGM-HF

Nghién etru PARADIGM-HF la mét nghién ciru da quéc gia, ngdu nhién, mi di so sanh Uperio
va enalapril, dwgc thyuc hién trén 8442 bénh nhan. Ca hai thude duge sir dung trén ngudi 16n bi
suy tim man tinh, phan loai NYHA II-IV, ¢6 r6i loan chirc nang tim thu (phan suét téng méu
tam that trai < 40%), trén nen cdc diéu tri suy tim khac. Tiéu chi danh gia chinh la ty 1€ tir vong
do cdc bénh tim mach (CV) hodc nhap vién do suy tim.

Trudce khi tham gia vao nghién ciru, bénh nhén di dugc diéu trj tot bing cac phac db diéu tri
chuan bao gom cac thuoe e ché men chuyén hodc thuéc tc ché thu thé angiotensin (>99%),
cac thudc chen beta (94%), cac thuoe khang aldosterone (58%) va cac thuoe loi tiéu (83%).
Thoi gian theo doi trung binh 1a 27 thang va bénh nhan duge diéu trj téi 4,3 nim.

Bénh nhan duoc yéu cau ngimg diéu tri bing cac thude tic ché men chuyén hodc thude e ché
thu thé angiotensin va tham gia vao giai doan khai dong diéu tri mu don, trong d6 bénh nhan
duoc di€u tri bang enalapril 10 mg hai lin/ngay, sau d6 diéu tri bang Uperio 100 mg hai
lan/ngay, tang Ién dén 200 mg hai lan/ngay. Bénh nhan sau d6 dugce phin nhom ngiu nhién vao
giai doan mu do6i cua nghién ciru, hodc dung Uperio 200 mg hodc enalapril 10 mg hai 1an/ngay
[Uperio (n= 4.209); enalapril (n= 4.233)].

Tudi trung binh cia quén thé nghién ctru 1a 64 tudi va 19% tir 75 tudi trd 1én. Tai thoi diém
phan nhém ngau nhién, 70% bénh nhén suy tim theo phéan loai NYHA & muc d6 II va 25% &
mure 4o III/IV. .

Trong nhém ding Uperio, 76% bénh nhan duy tri liéu dich 200 mg hai 1an/ngay cho dén khi
két thic nghién ctru (liéu hang ngay trung binh 375 mg). Trong nhoém dung enalapril, 75% bénh
nhéan duy tri lidu dich 10 mg hai lan/ngay cho dén khi két thic nghién ciru (lidu trung binh hang
ngay la 18,9 mg).

Uperio di chimg minh tinh vuot trdi ¢ y nghia 1am sang va ¢6 y nghia thong ké so véi enalapril,
lam giam 20% nguy co tir vong do cac bénh tim mach hodc nhap vién do suy tim (ty sO nguy
cor (Hazard Ratio): 0,80, khoang tin ciy (CI) 95% [0,73; 0.87], p mét phia=0,0000002) so véi
enalapril. Tac dung nay duge quan sat thiy sém va dugce duy tri trong thoi gian thir nghiém. Do
giam nguy co tuyét déi ARR la 4,69%. Ghi nhén giam c6 y nghia thong ké ctia ty 1¢ tir vong do
céc bénh tim mach va ty 1& nhap vién 14n dau do suy tim (Ty 1é tir vong do c4c bénh tim mach,
RRR 20%, HR 0,80; CI 95% [0,71; 0,89], p m{t 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% sb luong ca tir vong do bénh tim mach va da giam 20% trong nhém bénh nhén dugc
diéu trj bang Uperio so véi nhém bénh nhan diéu tri bang enalapril (HR 0,80, p= 0,0082). Suy
giam chirc ning tong méau chiém 26% sb luong ca tir vong do cac bénh tim mach va da giam
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21% trong nhém bénh nhan diéu tri bang Uperio so v¢i nhom bénh nhan diéu tri bang enalapril
(HR 0,79; p = 0,0338). ‘ , |

Su giam nguy co nay dugc ghi nhan nhat quan trong cac phan nhom tzao g?m: :rué'i_, gi(?i, chl"mg
toc, vung dia ly, phén loai NYHA, phan suat tong mau, chire nang than, tién sir dai thao dudng
hodc tang huyét ap, diéu tri suy tim truée d6 va rung nhi.

Uperio ciing lam giam cd y nghia 16% ty 1€ tur vong do moi nguyén nhan S0 v0'1 enalapril (RRI}
16%, HR 0,84; CI 95% [0,76 dén 0,93], p mdt phia=0,0005) (Béng 2). D giam nguy co tuyet
d6i ARR la 2,84%.

Bang 2 Hiéu qua diéu tri dua trén cic tiéu chi dénh gii chinh, cic yéu t6 thanh
phén va tir vong do moi nguyén nhén
Uperio Enalapril | Ty sé nguy | Giam Giatrip
N = 42127 | co HR (CI | nguy co | ***
i 8
N o ne n (%) 95%) twong
n (%) déi
oi

Tiéu chi danh gia gop | 914 (21,83) | 1117 0.80 (0,73; | 20%
chinh vé tir vong do céc (26,52) 0,87) 0.00000
bénh tim mach va nhap 02
vién do suy tim*

Cic tiéu chi thanh phin trong gop cic tiéu chi dénh gia chinh

Tir vong do bénh tim | 558 (13,33) | 693 0,80 (0,71; | 20% 0,00004
mach ** (16.45) 0.89)

Nhép vién lin dau do 537(12.83) | 658 0,79 (0,71; | 21% 0.00004
suy tim (15,62) | 0,89)

Tiéu chi danh gia phu

Tr wvong do moi|711(16,98) | 835 0,84 (0,76; | 16% 0,0005
nguyén nhan (19.82) 0,93)

*Tiéu chi dénh gia chinh dugc xac dinh 14 13n xuét hién bién ¢ dau tién

** Ta vong do bénh tim mach bao gOm tit ca cac bénh nhan tir vong cho téi thoi diém dénh gia
khong phu thudc vao lan nhip vién trude.

*** Gia tri p mot phia. /

# Phan tich toan bd

E_)uémg cong Kaplan-Meier dugc trinh bay dudi day (bén tréi) cho thiy thoi gian dé xuét hién
tiéu chi danh gia chinh 1a tir vong do bénh tim mach hodc nhép vién do suy tim. Higu qua diéu
tri ciia Uperio thé hién sém va duy tri trong thoi gian nghién ciru. Pudng cong Kaplan-Meier
dugec trinh bay dudi ddy (bén phai) cho thay thoi gian xuat hién tir vong do bénh tim mach.
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Hinh 1 Duong cong Kaplan-Meier cho tiéu chi gop ddnh gia chinh va tir vong do
bénh tim mach

Thei gian xudt hi¢n tir vong ddu tien d i
_ o bénh tim mach hoac ién ti i
suy tim phai nhap vién trong nghién ciru PARADIGM-HF ;K?ED'TE Jf:,t: hién tir vong do bénh tim mach trong nghidn ciu
40
z g
: 2 :
2 — Enaiapil (N= e = P<0.0001
‘ g g 30 _ nalapril (N=4212) L *E"-' 5 30{ ° Enalapril (N=4212) HR (95%CI):
33 TEN THUONG MAI (N=4187) - 5z — TRADENAME (N=4187) SERAT AR
g 20 e . s B
; g 20 e
‘ = g P<0 0001 é @
ES 10 HR (95%Cl): g5 "
g = 0.798 (0.731, 0.871) a2 0
g o " . . g . e g o -
0 180 360 540 720 900 1080 1260 0 180 380 540 720  S00 1080 1250
Mootk Time since randomization (days) R Time since randomization (days)
q,mENAyE A8 622 3863 3018 257 154 Bos 249 | [TRADENAME 4187 4055 3891 382 2478 1716 1005 280
Enabpril 4212 383 519 k) 2123 1438 253 236 Enabpril 4212 4051 3860 N 410 1726 954 271

Nhin chung, ty 1¢ nhdp vi¢n do moi nguyén nhén thip hon trén nhom bénh nhén didu trj bing
Uperio so véi enalapril, bao gdm giam 12% nguy co twong ddi cho 14n nhap vién dau tién (HR
0.88 [CT95%: 0.82; 0,94], P<0,001) va gidm 16% nguy co twong déi sb 1an nhap vién (RR 0,84
[CI 95%: 0,78; 0,91], P<0,001).

Khi danh gia theo b¢ cau hoi ty tra 161 KCCQ (Kansas City Cardiomyopathy Questionnaire),
Uperio da cho thay tong diém lam sang tot hon ¢6 y nghia lién quan dén cac tri¢u chimg suy
tim va han ché vé mit van dong thé luc duge. SO bénh nhén c6 cai thién bénh theo phan loai
NYHA tir thoi diém trude diéu tri dén thang thir 8 cao hon trén nhém bénh nhan dung Uperio
(16%) so v6i nh6m bénh nhan ding enalapril (14%), va it bénh nhan bi tién trién suy tim ning
hon theo phén loai NYHA (10% so vé&i 13% & hai nhém tuong ng).

Nghién ciru TITRATION

Nghién ciru TITRATION la mdt nghién ctru vé tinh an toan va kha ning dung nap kéo dai 12
tuan trén 538 bénh nhén bi suy tim man tinh (phdn logi NYHA d¢ II-IV) ¢6 réi loan chirc ning
tam thu (phédn suat tong médu tam thét tréi < 35%) chua duge diéu trj bing cac thude trc ché
men chuyén hodc thude trc ché thu thé angiotensin hodc dang thay d6i lidu céc thude e ché
ACE hoac ARB truéc khi tham gia vao nghién ciru. Bénh nhan bét ddu dung Uperio 50 mg hai
lan/ngay, duge diéu chinh 1én 100 mg hai lan/ngay va sau dé dén lidu dich 200 mg hai lan/ngay
trong vong 3 hodc 6 tuln.

Nhin chung, 76% bénh nhan dat dén va duy tri liéu dich Uperio 200 mg hai lin/ngay ma khéng
phai ngimg thude hogc giam lidu trong 12 tudn. S6 bénh nhan chwa duge diéu tri bang céc thude
tc ché men chuyén hodc thude Gc ché thu thé angiotensin trudc d6 hodc diéu tri & lidu thap
(tuong duong < 10 mg enalapril/ ngay) dat duoc va duy tri Uperio 200 mg khi ting liéu trong
vong 6 tuan nhiéu hon so véi 3 tudn.

Nghién ciru PARAMOUNT

Nghién ctru PARAMOUNT la mét nghién ctru 1dm sang ngau nhién, mu déi trén bénh nhan c6
phén suét tong mau tim that tréi > 45% so sénh giita bénh nhan ding Uperio 200 mg (n=149)
so vdi valsartan 160 mg (n=152) hai lan/ngay. Nghién ctru di chimg minh thudc lam giam ty 1é
NT pro-BNP 1én hon ¢6 ¥ nghia théng ké tir lic ban dau cho dén tudn thir 12. Ty 1& giam NT-
proBNP s0 v6i ban d4u twong tir & tun thir 12 va 36 trong nhém bénh nhan duge diéu tri bang
Uperio. trong khi NT-proBNP giam tir tudn 12 dén tudn 36 trong nhém bénh nhan diéu tri bing
valsartan. Su gidm c6 y nghia kich thuéc nhi tréi, bao gdm ca thé tich nhi tréi (p=0,0069) va
dudng kinh nhi trai (p=0,0337) da dugc ghi nhan & tuan 36. Su cai thién ¢6 ¥ nghia thong ké vé
mirc d6 bénh theo NYHA da dugc ghi nhén & tudn thir 36 (p=0,0488).
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DU LIEU AN TOAN TIEN LAM SANG | N
Céc nghién ctru v& tinh an toan tién l1am sang dugc thuc hif_‘:n VOl UPCI‘i_O bao gc”)fn d,énh gia tnl:E
an toan duge 1y, ddc tinh liéu lap lai, dc tinh trén gen, kl}a nﬁnﬂg gdy ung ﬂ'lLl' doc tinh n:extll st

san va phat trién cua Uperio cho thay khong co anh l“}um’lg bat lgi tre'n'cafz co quan ;ln t;m.
Céac nghién ciru ddc tinh lidu 13p lai cho thay, hau hét cac tac dung ngoai y c6 kha nang ho1 phye

r P

va chu yéu lién quan dén tac dung dugc ly {rc ché thu thé AT, cua thuoc.
Kha ning giy ung thu, djt bién gen va djc tinh trén gen

Cac nghién ciru vé kha ning gy ung thu duge thyc hién trén chudt nhét. va chudt cong véi
sacubitril va valsartan khong phat hién thay bat cir kha ning gay ung thl:r nao cua Upf:no. ’LICL‘I
sacubitril duge nghién ctru (liéu cao 1200 va 400 mg/kg/ngay tuong umng trer} 'ci}uql nhat va
chudt céng) gép khoang 29 va 19 1an liéu dung t6i da dugc khuyen cdo trén ngudi tinh theo don
vi mg/m% Liéu valsartan dugc nghién ctu (licu cao 160 va 200 mg/kgfnga);f tuong Ung trén
chudt nhét va chudt cong) gép khoang 4 va 10 lan liéu dung t6i da dugc khuyén cdo trén nguot
tinh theo don vi mg/m”.

Céc nghién ctru dot bién gen va dut gdy chromosome dugc thuc hi¢n véi Uperio, sacubitril va
§ Eoo an bl ) % 2 2
valsartan khéng cho thiy tdc dong ca trén gen va nhicm sac the.

Kha ning sinh san va phat trién

Uperio khong cho thdy bét cir anh huong nao trén kha nang sinh san trén chudt cong vGi liéu
lén dén 150 mg/kg/ngay (<1,0 14n va <0,18 lan licu dung toi da hang ngay dugc khuyén cao
trén nguoi tuong img dya trén AUC cua valsartan va LBQ657).

Piéu trj biang Uperio trong giai doan hinh thanh cac co quan dﬁq dén tang ty 1¢ tr vong cua thai
nhi trén chudt céng & mire lidu >100 mg/kg/ngay [<0.72 lan licu dung t6i da hang ngay duge
khuyén céo trén ngudi dya trén AUC] va trén tho & muec lieu > 10 mg/kg/ngay [2 lan va 0.03
lan lidu dung tdi da hang ngay dugc khuyén céo trén ngudi tuong ng dya trén AUC cua
valsartan va LBQ657]. Khi dung Uperio vai mirc liéu > 10 mg/kg/ngdy trén tho, quan st thay
tinh gdy quai thai cua Uperio cén cir trén ty 1€ thip ndo ung thily cta thai nhi c6 lién quan den
lidu doc trén co thé me da duoc. Téc dong bat loi trén bao thai-thai nhi cia Uperio 1a do tdc
dung dbi khang thy thé angiotensin (xem muc PHU NU CO KHA NANG MANG THAL
MANG THAI, CHO CON BU VA KHA NANG SINH SAN).

Céc nghién ciru vé su phat trién trude va sau khi sinh trén chudt cong dugce thuc hién voi
sacubitril & lidu 1én dén 750 mg/kg/ngay [2.2 14n liéu ding tdi da hang ngay dwogc khuyén céo
trén ngudi dua trén AUC] va valsartan & liéu 1én dén 600 mg/kg/ngay [0,86 lan liéu dung toi da
hang ngay dugc khuyén cdo trén ngudi dua trén UC] cho thay di€u tri bang Uperio trong giai
doan hinh thanh cédc co quan, mang thai va cho con bu ¢6 thé anh huong dén su phat trién va
kha nang song cua thai nhi. '

P
Cic két qua nghién ciru tién 1am sang khac =

Anh huéng cia Uperio trén ndng d¢ amyloid-p trong dich ndo tiiy va mé ndo dwoc danh gia
trén khi dudi dai (2-4 tudi) diing Uperio (50 mg/kg/ngay) trong 2 tudn. Trong nghién ctru nay,
Uperio c6 tac dung dugc luc trén do thanh thai AP trong dich ndo tay, ting ndng d6 AB 1-40,
1-42 va 1-38 trong dich nio tiy, tuy nhién khéng tuong ‘mg véi mire ting nong dd AP trong
nao. Khong ghi nhén duge sy taing AP 1-40 va 1-42 trong dich ndo tuy trong mét nghién ciru
kéo dai 2 tuan trén ngudi tinh nguyén khoe manh (xem muc PAC TINH DUGC LUC HQC).
Hon nita, trong nghi€n ctru doc tinh trén khi dudi dai dung Uperio ¢ mirc liéu 300 mg/kg/ngay
trong 39 tuan, khong ghi nhan su tich liy amyloid-p trong néo.
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TUONG KY
Khéng ap dung.
BAO QUAN

Yéu cdu bao quan: Bao quan & nhiét do khéng qua 30°C. Tranh am. Gitt thude trong bao bi
goc.

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

HAN DUNG

36 théang ké tir ngdy 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.
Uperio 200mg: Hép 4 vi x 7 vién nén bao phim.

HUONG DAN SU DUNG VA THAO TAC
Khong ap dung.

Co s6 sin xuit:
Nha sin xuat:
Novartis Singapore Pharmaceutical Manufacturing Pte. Ltd.
10 Tuas Bay Lane, 637461 Singapore, Singapore.
Nha déng goi va chju trach nhi¢m xuit xwong:
Novartis Farma SpA.

Via Provinciale Schito 131

80058 Torre Annunziata (NA), Y.

Phién ban: [PL Aug2015/VN Jun 2017

TM = trademark

TUQ.CUC TRUONG
P.TRUONG PHONG

Pham hi Vin Hank
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