TG HUGNG DAN
SU DUNG THUOC

MUperio

sacubitril/valsartan







U5 NOVARTIS

RUPERIO™ 50 mg
RUPERIO™ 100 mg
RUPERIO™ 200 mg

Thudc nay chi diang theo don thubc.
Dé xa tAm tay tré em.
Poc ki huéng din sir dung truée khi dung.

Thong bao ngay cho bac sy hodc dwgc s§ nhirng phan trng cé hai gip phai khi sir dung
thude.

THANH PHAN
Thanh phén hoat chit

Uperio chtra phirc hgp mubi sacubitril va valsartan dang anion, cation natri va cac phan tir
nudce theo ty 1€ phan tu tuong tng 1:1:3:2,5. Sau khi udng, Uperio phan ly thanh sacubitril
(tiep d6 sé dugc chuyén hoa thanh sacubitrilat) va valsartan.

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

Uperio 100mg, vién nén bao phim: Mdi vién nén bao phim bao gém 48,6 mg sacubitril va
51,4 mg valsartan (dudi dang muoi phire 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).

Thanh phén ta dugc

Cellulose vi tinh thé, hydroxypropylcellulose muc thé thip, crospovidone, magnesi stearate
(ngudn goc thuc vat), talc va silicon dioxide dang keo.

T4 dugc cua bao phim:

Hypromellose, titan dioxide (E 171), macrogol 4000, talc, oxide sit mau do (E 172).

Vién 50 va 200 mg: oxide sat mau den (E 172). Vién 100 mg: oxide st mau vang (E 172).
DANG BAO CHE

Vién nén bao phim.

50 mg: vién bao phim mau tim nhat hai mat 16i v&i cac canh vat, khic chim chit “NVR” trén
mot mat va “LZ” trén mat con lai.

100 mg: vién bao phim mau vang nhat hai mat 161 voi cac canh vat, khic chim chir “NVR”
trén mot mat va “L1” trén mat con lai.

1/23



200 mg: vién bao phim mau hdng nhat hai mit 161 voi cac canh vat, khic chim chir “NVR”
trén mot mat va “L11” trén mat con lai.

CHI PINH
Uperio dugc chi dinh dé lam giam nguy co tir vong do tim mach va nhap vién do suy tim &

bénh nhan nguoi 16n bi suy tim man tinh. Loi ich thé hién rd rang nhét & nhitng bénh nhan c6
phan suat tong mau that trai (LVEF) dudi mtc binh thuong.

LVEF la mét thude do c6 thé thay ddi, vi vay can sir dung danh gia 1am sang dé quyét dinh
bénh nhén nao can diéu trj (xem phan CAC NGHIEN CUU LAM SANG).

LIEU DUNG VA CACH DUNG

Xem xét chung

Chong chi dinh su dung dong thoi Uperlo v6i thude tre ché men chuyen angiotensin (ACEi).
Néu chuyen tir thude trc ché men chuyén anglotensm sang Uperio, can cho phép thoi gian 1am
sach thudc 12 36 gio gitra viéc dung 2 loai thudc (xem phan CHONG CHI DINH va TUONG
TAC, TUONG KY CUA THUOC).

Suy tim ¢ ngudi lom
Liéu khéi ddu khuyén céo ciia Uperio 1a 100 mg, udng 2 lan/ngay. Tang gap doi liéu Uperio

sau 2-4 tuan dén liéu duy tri myc tiéu 1a 200 mg, 2 1an/ngay, tiy theo sy dung nap ciia bénh
nhan.

Diéu chinh liéu doi vdi bénh nhén khong ding thuébc irc ché men chuyén angiotensin
hodc thuoc chen thu thé angiotensin II (ARB) hodc trwéc ddy da dung liéu thap cia cac
thuoc nay

O nhimg bénh nhén hién khong dung thude trc ché men chuyén angiotensin hodc thudc chen
thu thé angiotensin II (ARB) va doi voi nhiing bénh nhan trudc d6 da dung liéu thap cua cac
thuoc nay, bat dau dung Uperio bang mdt ntra licu khéi dau thuong dugc khuyén cdo. Sau khi
bat dau, tang liu sau mdi‘2—4 tuan ¢ bénh nhan nguoi lon dé tuan theo muc tang lieu khuyen
céo sau d6 (xem phan LIEU LUGNG VA CACH DUNG).

Cac nhom bénh nhan dic biét

Suy thén

Khéng can diéu chinh liéu & bénh nhan suy than nhe (tdc do loc ctia cau than udc tinh (eGFR)
60-90 ml/phut/1,73 m?) dén trung binh (toc do loc ctia cau than ude tinh 30-60 ml/phat/1,73 m?).

O bénh nhan nguoi 16n suy than nang (téc do loc cuia cau than udc tinh < 30 ml/phit/1,73
mz) bét dau dung Uperio bang mot nira lidu khoi dau thuong duge khuyen c4o. Sau khi bat
dau, tang liéu dé tuan theo muc tang liéu khuyén céo sau d6 (xem phan LIEU LUGNG VA
CACH DUNG).

Suy gan
Khéng can diéu chinh liéu khi ding Uperio cho bénh nhén suy gan nhe (phan loai Child-Pugh A).
Liéu khéi dau duoc khuyén c4o & bénh nhan suy gan trung binh (phéan loai Child-Pugh B) bing
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m@t ntra liéu khoi dau th}rdng dugc khuyén cao (50 mg, 2 lén/ngéy). Sau khi bét dau, ting lidu
dé tuan theo murc ting lieu khuyeén cdo sau d6 (xem phan LIEU LUGNG VA CACH DUNG).

Khong khuyén cdo sir dung Uperio & bénh nhén suy gan nang (phan loai Child-Pugh C), vi
chua c6 nghién ctru ndo duoc tién hanh & nhitng bénh nhan nay (xem phan LIEU LUONG
VA CACH DUNG, PAC TiINH DUGC BPONG HOQC).

Sir dung ¢ nguoi cao tudi

Khong quan sat thiy su khac biét vé dugc dong hoc c6 v nghia & bénh nhan cao tudi (> 65
tudi) hodc rat cao tudi (> 75 tudi) so véi nhoém bénh nhan noéi chung (xem phan DAC TINH
DUQC BDONG HOC).

Nhom bénh nhén tré em

D6 an toan va hiéu qua ciia Uperio & tré em va thanh thiéu nién duéi 18 tudi chwa duoc xac
dinh. Hién khong c6 dir ligu.

Cach dung
Dung dudng ubng.

Uperio c6 thé dung cuing hoic khong cling véi thire an (xem phan PAC TINH DUGC DONG
HOQC). Phai ung vién thude véi mét ly nudc.

Huéng din sir dung, xir 1y va hiy bé
Khéng c6 yéu cau dic biét vé xur 1y sau khi st dung.
CHONG CHI PINH
Uperio bi chéng chi dinh:
« O bénh nhan qua man véi bat ky thanh phan nao cua thudc.

« O bénh nhan c6 tién st phii mach lién quan dén diéu tri bang thudc e ché men chuyén
angiotensin hodc thudc chen thy thé angiotensin II truéc ddy (xem phan CANH BAO
VA THAN TRONG).

Vi viée sir dung dong thoi thude (e ché men chuyén angiotensin. Khong dung thude
trong vong 36 gid sau khi chuyén tir hodc sang thudc trc ché men chuyén angiotensin
(xem phan TUONG TAC, TUONG KY CUA THUOC).

Vi viée sir dung dong thoi aliskiren & bénh nhén bi bénh dai thao dudng (xem phan
TUGONG TAC, TUGNG KY CUA THUOC).

CANH BAO VA THAN TRONG

Poc tinh ddi véi thai

«  Khi phit hién c6 thai, ngirng sir dung UPERIO cang sém cang tit.

+ Cac thudc tac dung truec tiép 1én hé renin-angiotensin c6 thé giy ton thwong
va chét thai dang phat trién.

3/23



Uperio c6 thé gay hai cho thai khi ding cho phu nit mang thai. Str dung thudc tac dung 1én
hé renin-angiotensin trong 3 thang giira va 3 thang cudi ctia thai ky lam giam chirc ning than
cua thai va lam tang bénh tat va tr vong cua thai va tré so sinh. Khi phat hién c6 thai, nén
xem xét diéu tri bang thudc thay thé va ngimg su dung Uperio. Tuy nhién, néu khong c6 bién
phap thay thé thich hop cho viéc diéu tri bang thude anh hudng dén hé renin-angiotensin va
néu thudce nay duoc xem la ctru mang cho nguoi me, can khuyen ngu'oq phu nir mang thai vé
nguy co c6 thé xay ra ddi véi thai (xem phan LIEU LUGNG VA CACH DUNG).

Phu mach

Uperio c¢6 thé gdy phu mach (xem phan PHAN UNG BAT LOI). Néu phu mach xay ra,
ngimg sir dung Uperio ngay 1ap ttc, diéu tri thich hop va theo ddi ton thuong dudng tho.
Khoéng duogc str dung lai Uperio. Trong céac truong hop phu mach da duoc xac dinh, trong do
sung chi gidi han & mat va moi, tinh trang nay thuong tu hoi phuc ma khong can diéu tri mic
du thude khang histamin hitu ich trong viéc lam giam céc triéu chimg.

Phu mach két hop véi phu thanh quan co thé gay tir vong. Khi ¢6 lién quan dén ludi, thanh
mon hodc thanh quan thi c6 kha ning gay tic nghén duong thé, diu tri thich hop, vi du dung
dich epinephrine/adrenaline tiém dudi da 1:1000 (0,3 ml dén 0,5 ml) va/hodc cac bién phap
can thiét dé dam bao duong tho thong thoang.

Uperio c6 lién quan dén ty 1&€ phu mach cao hon ¢ bénh nhan nguoi da den so véi bénh nhan
khong phai nguoi da den.

Bénh nhan c6 tién sir phit mach c6 thé ting nguy co phi mach khi ding Uperio (xem phan
PHAN UNG BAT LQOI). Khong duge dung Uperio & nhitng bénh nhan c6 tién sir phit mach
lién quan dén diéu tri béng thuéc e ché men chuyén angiotensin hoac thudc chen thu thé
angiotensin II trudc day (xem phan CHONG CHI DINH). Khong nén dung Uperio ¢ nhimng
bénh nhén bi pht mach di truyén.

Ha huyét ap

Uperio 1am giam huyét 4p va co thé gay ha huyét ap c6 triéu ching (xem phan PHAN UNG
BAT LOI). Nhitng bénh nhan ¢6 hé renin-angiotensin dugc hoat hoa, nhu bénh nhan bi giam
thé tich va/hodc thiéu mudi (vi du nhitng nguoi duoc diéu tri bang thude 1oi tiéu lidu cao), co
nguy co cao hon. Piéu chinh sy giam thé tich hodc thiéu mudi truée khi dung Uperio hodc
bét dau véi lidu thdp hon. Néu ha huyét 4 ap xay ra, xem xét didu chinh lidu cta thudce loi tiéu,
thudc ha huyét ap dung ddng thoi va diéu tri cac nguyén nhan khac gy ha huyét ap (vi du
giam thé tich mau). Néu ha huyét 4p kéo dai mic du st dung cac bién phap nay, glam lidu
hodc tam thoi ngimg sir dung Uperio. Thong thuong khong can nging diéu tri vinh vién.

Suy gidm chirc ndng than

Nhur 13 hau qua cua viée we ché hé renin-angiotensin-aldosterone (RAAS), giam chirc ning
than c6 thé dugc du doan & nhimg ngudi nhay cam duoc didu tri bing Uperio (xem phan
PHAN UNG BAT LOI). O nhirng bénh nhan c6 chirc nang than phu thudc vao hoat dong cua
hé renin-angiotensin-aldosterone (vi du bénh nhan bi suy tim sung huyét ning), diéu tri bing
thube trc ché men chuyén angiotensin va thudc déi khang thu thé angiotensin c6 lién quan
dén thiéu niéu, nito huyét tién trién va hiém gip 1a suy than cip va tir vong. Theo ddi chat ch&
creatinin huyét thanh va chun d¢ giam liéu hodc tam ngung Uperio & nhirng bénh nhén bj
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giam chirc niang than ¢6 ¥ nghia 1am sang (xem phan LIEU LUGNG VA CACH DUNG va
DAC TINH DUGC PONG HQC).

Cling nhu véi tat ca cac thude anh huong dén hé renin-angiotensin-aldosterone, Uperio ¢
the lam tang nong d6 uré mau va creatinin huyét thanh ¢ nhirng bénh nhan bi hep dong mach
than hai bén hoac mét bén. Theo ddi chirc nang than & bénh nhan bi hep dong mach than.
Téang kali mau

Tang kali mau c6 thé xay ra véi Uperio thong qua cic tic dung cta thudc trén hé renin-
anglotensm -aldosterone (xem phan PHAN UNG BAT LQI). Theo doi dlnh ky kali huyét
thanh va diéu tri thich hop, ddc biét & nhitng bénh nhan co cac yéu to nguy co vé ting kali mau
nhu suy than nang, bénh dai thao duong, giam aldosteron hodc ché d6 an nhiéu kali. C6 thé
can phai giam liéu hodc tam ngung Uperio (xem phan LIEU LUGNG VA CACH DUNG).

TUONG TAC, TUONG KY CUA THUOC
Phong bé kép hé renin-angiotensin-aldosterone

Chéng chi dinh str dung ddng thoi Uperio vai thudc trc ché men chuyén angiotensin do ting
nguy co phu mach (xem phan CHONG CHI DINH).

Tranh str dung Uperio v6i thudc chen thu thé angiotensin II vi Uperio chira valsartan 1a thube
chen thu thé angiotensin II.

Chéng chi dinh str dung dong thoi Uperio véi aliskiren ¢ bénh nhan bi bénh dai thao duong
(xem phan CHONG CHI DINH). Tranh st dung véi aliskiren ¢ bénh nhan suy than (toc do
loc cua cau than udc tinh < 60 ml/phut/1,73 m2).

Thubc loi tiéu giir kali

Ciing nhu voi cac thuéc khac chen angiotensin II hoac chen tac dung cua no, viéc sir dung
ddng thoi voi thude loi tiéu gitr kali (vi du spironolactone, triamterene, amiloride), chit bo
sung kali hodc chét thay thé mudi c6 chira kali c6 thé dan dén ting kali huyét thanh (xem phan
CANH BAO VA THAN TRONG).

Thubc chong viém khong steroid (NSAID) bao gom thudc ire ché cyclooxygenase-2 chon
loc (thude e ché COX-2)

O nhig bénh nhén cao tudi, giam thé tich (bao gdm cé nhiing nguoi dang diéu trj bang thudc
loi tiéu), hodc bi tén thuong chttc nang than, stir dung déng thoi thude chéng viém khong steroid,
bao gém ca thude e ché COX-2, véi Uperio cd thé dan dén chuc nang than xAu di, ké ca co
thé suy than cap. Nhimg tic dung nay thuong c6 hdi phuc. Theo ddi chire ning than dinh ky.

Lithium

Sy tang ndng do lithium huyét thanh va doc tinh cua lithium da dugc béo cdo khi dung dong
thoti lithium véi thude doi khang thu the angiotensin II. Theo déi nong d6 lithium huyét thanh
khi st dung dong thoi vai Uperio.

Tinh twong ky
Khong ap dung.
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PHU NU CO THAI, CHO CON BU VA KHA NANG SINH SAN
Phu nir c6 thai

Tém tht nguy co

Uperio ¢6 thé gdy hai cho thai khi dung cho phu nit mang thai. Sir dung thudc tac dung 1én
hé renin-angiotensin trong 3 thang giita va 3 thang cubi cua thai ky lam giam chtrc ning than
cua thai va lam ting bénh tat va tir vong cua thai va tré so sinh. Hau hét cac nghién ciru dich
t& hoc khao sat cac bat thuong cua thai sau khi tiép xuc v6i viée sir dung thube ha huyét ap
trong 3 thang dau cua thai ky da khong phan biét thudc anh huong dén hé renin-angiotensin
v6i cac thude ha huyét ap khéc. Trong cac nghién ctru vé sinh san trén dong vat, didu tri bang
Uperio trong giai doan hinh thanh co quan lam ting kha ning chét phoi-thai & chudt cong va
thd va gay quai thai ¢ tho. Khi phat hién ¢6 thai, nén xem xét diéu tri bang thudc thay thé va
ngimg st dung Uperio. Tuy nhién, néu khong c6 bién phap thay thé thich hop cho viéc diéu
tri bang thudc anh hudng dén hé renin-angiotensin Va néu thube nay dwoc xem 13 ciru mang
cho ngudi me, can khuyén ngudi phu nit mang thai vé nguy co c¢6 thé xay ra déi véi thai.

Chua 16 nguy co nén udc tinh vé cac di tat bam sinh ning va siy thai d6i v6i dan sé dugce chi
dinh. Trong dan s0 chung cia My, nguy co nén udc tinh vé céac di tdt bam sinh nang va say
thai trong céc thai ky dugc cong nhan trén 1am sang theo thr tu 1a 2-4% va 15-20%.

Xem x¢ét 1am sang
Phan trng bt li doi véi thai/tré so sinh

Thiéu 6i & phu nir co’ thai str dung thubc anh huong dén hé renin-angiotensin trong 3 thang
gitta va 3 thang cudi cua thai ky c6 thé din dén nhiing hau qua sau: giam chtc nang than cua
thai din dén vo niéu va suy than, giam san phdi cua thai, bién dang bd xuong, bao gdm giam
san so, ha huyét 4p va tir vong.

Thuc hién kiém tra siéu am nbi tiép dé danh gia moi truong trong nude 6i. Xét nghiém thai
¢6 thé phi hop, dua trén tuan tudi thai. Tuy nhién, bénh nhan va béc si nén luu ¥ ring thiéu
61 ¢6 thé khong xudt hién cho dén khi thai bi ton thwong kéo dai khong thé hdi phuc. Néu
quan st thdy thiéu 6i, xem xét diéu tri bang thudc thay thé. Theo dbi chit ché tré so sinh c6
tién st phoi nhiém Uperio trong tir cung vé ha huyét ap, thiéu niéu va ting kali mau. O tré so
sinh ¢6 tién sir phoi nhidm Uperio trong tir cung, néu thiéu niéu hodc ha huyét ap xay ra, cin
hd tro huyét ap va tudi mau than. C6 thé can phai truyén mau hodc thim phan dé dao nguoc
tinh trang ha huyét 4p va thay thé chtc ning than.

Dir liéu
Dir liéu trén dong vat

Diéu tri bang Uperio trong giai doan hinh thanh co quan dan dén tang kha niang chét phoi-thai
trén chudt cong o lidu > 100 mg/kg/ngay (< 0,06 [LBQ657, chét chuyén hoa co hoat tinh] va
gap 0,72 1an [valsartan] liéu ti da khuyén cao cho nguoi [MRHD] 12 200 mg, 2 lan/ngay trén
co s0 dién tich dudi duong cong nong do thuoc trong huyet twong theo thoi gian [AUC]) va
trén tho ¢ lidu > 10 mg/kg/ngay (gap 2 va gap 0,03 lan liéu tdi da khuyén cdo cho ngudi trén
co s& AUC lan luot cua valsartan va LBQ657). Uperio gy quéi thai dua trén mot ty 18 thip
thai bi ndo ung thuy, lién quan dén liéu gay doc cho me, dugc quan sat thiy ¢ tho véi liéu
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Uperio > 10 mg/kg/ngay. Cac tac dung c6 hai d6i voi phoi-thai cua Uperio duogc cho 1a do
hoat tinh ciia thudc ddi khang thy thé angiotensin.

Céc nghién ctru vé sy phat trién trucyc va sau khi sinh & chuét cdng véi lidu sacubitril 1én dén
750 mg/kg/ngay (gép 2,2 14n liéu t6i da khuyén céo cho ngu(n tren co s& AUC cua LBQ657)
va voi lidu valsartan 1én den 600 mg/kg/ngay (g4p 0,86 1an liéu t6i da khuyén cdo cho ngudi
trén co s6 AUC) cho thiy rang diéu tri bing Upelro trong g1a1 doan hmh thanh co quan, thoi
ky mang thai va cho con bt c6 thé anh hudng dén sy phat trién va sng sot ciia con.

Phu nir cho con bu

Tém tat nguy co

Khong c6 thong tin nao lién quan dén sy hién dién cua sacubitril/valsartan trong sita me, anh
huong doi voi tré bl sita me hodc anh huong dén su tao sira. Sacubitril/valsartan co trong sira
cua chudt cong. Do kha nang xay ra cac phan g c6 hai nghiém trong cua thuoc ¢ tré nho bt
stta me do phoi nhiém sacubitril/valsartan, nén khuyén ngudi phu nit cho con b rang khong
khuyén cao cho con bt trong khi diéu tri bang Uperio.

Dir liéu

Sau khi dung mdt liéu uong (30 mg/kg) Uperlo [14C] cho chudt cong dang cho con bu sur
truyen LBQ657 vao sita da dugc quan sat thay Sau khi dung mot liéu don duong uong 3

mg/kg [14C] valsartan cho chudt cong dang cho con bu, su truyén valsartan vao sita di duoc
quan sat thay.

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

Khoéng c6 nghién ctru lién quan nao da duoc thyc hién. Can than trong khi van hanh may moéc
hoac lai xe, vi dung san pham nay co6 thé dan dén chong mat va mét moi.

PHAN UNG BAT LOI

Céc phan tng bt loi nghiém trong c6 y nghia 14m sang xuét hién trong cic phan khac cua
nhan bao gom:

« Phit mach (xem phan CANH BAO VA THAN TRONG)

« Ha huyét 4p (xem phan CANH BAO VA THAN TRONG)

« Suy giam chirc nang than (xem phan CANH BAO VA THAN TRONG)
« Tang kali mau (xem phan CANH BAO VA THAN TRONG)

Kinh nghiém tir cac thir nghiém lam sang

Do céc thir nghiém 1am sang dugc tién hanh trong nhimg diéu kién rat khac nhau, ty 1¢ cac
phan g bat lgi dugc quan sat thdy trong cac thir nghiém 1am sang ctia mot thude khong thé
dugc so sanh truc tiép vai ty 16 trong cac thur nghlem 1am sang cua mot thude khac va c6 thé
khong phan anh ty 1¢ quan sat thiy trong thuc té.

Téng cong c6 6.622 bénh nhan suy tim dwoc diéu tri bing Uperio trong cac thir nghiém 1am
sang PARADIGM-HF (so v6i enalapril) va PARAGON-HF (so véi valsartan). Trong so nay,
¢6 5.085 nguoi st dung trong it nhat 1 nam.
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Suy tim ¢ nguoi 1én

Trong nghién ciru PARADIGM-HF, c4c bénh nhan dugc yéu ciu hoan thanh cic giai doan
diéu trj thir nghiém bang enalapril va Uperio tuan ty (trung vi) theo tht tu 1a 15 ngay va 29
ngay trude khi bude vao giai doan mu d6i ngau nhién so sanh Uperio va enalapril. Trong
giai doan diéu tri thir nghiém bang enalapril, 1.102 bénh nhan (10,5%) d4 ngimg nghién ctru
vinh vién, 5,6% do bién cd bét loi, thuong gap nhét 1a rdi loan chirc ning than (1,7%), ting
kali mau (1,7%) va ha huyét p (1,4%). Trong giai doan diéu tri thir nghiém bang Uperio, c6
thém 10,4% bénh nhan ngimg diéu tri vinh vién, 5,9% do bién cd bét lgi, thuong gip nhat
1a rbi loan chirc nang than (1,8%), ha huyét ap (1,7%) va ting kali méau (1,3%). Do thiét ké
diéu trj thir nghiém nay, ty 18 phan tng bét loi duge mé ta dudi day thap hon duge du kién
trong thuc té.

Trong giai doan mu d6i, dd an toan da dugc danh gia ¢ 4.203 bénh nhan duoc diéu tri béng
Uperio va 4.229 bénh nhan dugc diéu tri bang enalapril. Trong nghién ciru PARADIGM-HEF,
cac bénh nhan dugc chon ngiu nhién dugc diéu tri béng Uperio 1én dén 4,3 nam, vé6i thoi
gian st dung trung vi la 24 thang; 3.271 bénh nhéan da dwoc diéu tri trong hon 1 ndm. Nging
diéu tri do bién cb bt loi trong giai doan mu doi xay ra & 450 (10,7%) bénh nhan dugc diéu
tri bang Uperio va 516 (12,2%) bénh nhan dung enalapril.

Céc phan tmg bat lgi xay ra voi ty 1& > 5% & nhiing bénh nhan dugc diéu tri bang Uperio
trong giai doan mu d6i cia nghién ctru PARADIGM-HF duogc trinh bay trong Bang 1.

Trong nghién ctru PARADIGM-HF, ty 1€ phu mach 1a 0,1% trong ca giai doan diéu tri thu
nghiém bang enalapril va Uperio. Trong giai doan mu dbi, ty 1 pht mach & nhirg bénh nhan
duoc diéu tri béng Uperio cao hon so vdi enalapril (theo thir tu 1a 0,5% va 0,2%). Ty 1€ phu
mach & bénh nhan ngudi da den 14 2,4% véi Uperio va 0,5% v&i enalapril (xem phan CANH
BAO VA THAN TRONG).

Ha huyét ap thé dtng da dugc bao cao ¢ 2,1% bénh nhan dugc diéu tri béng Uperio so voi
1,1% bénh nhan diéu tri bang enalapril trong giai doan mu d6i ciia nghién ctru PARADIGM-
HF. T¢ nga da dugc bao cao ¢ 1,9% bénh nhan dugc diéu tri bé'mg Uperio so voi 1,3% bénh
nhan dugc diéu tri bang enalapril.

Bang 1: Cac phan ng bit lgi duge bdo cdo & > 5% bénh nhan dwgc diéu tri biang
Uperio trong giai doan mu déi cia nghién ctiru PARADIGM-HF

Uperio Enalapril
(n=4.203) % (n=4.229) %
Ha huyét 4p 18 12
Tang kali mau 12 14
Ho 9 13
Chong mat 6 5
Suy than/suy than cip 5 5
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Trong nghién ciru PARAGON-HF, khong ¢ phan tng bat lgi méi ndo duge xac dinh. Bat
thuong vé xét nghiém

Hemoglobin va hematocrit

Giam hemoglobin/hematocrit > 20% di duoc quan sat thdy & khoang 5% & ca hai nhém
bénh nhan dugc diéu tri bang Uperio va enalapril trong giai doan mu d6i ctia nghién clru
PARADIGM-HF. Giam hemoglobin/hematocrit > 20% da dwoc quan sat thay & khoang 7%
bénh nhan duogc diéu tri bang Uperio va 9% bénh nhan dugc dicu tri bang valsartan trong giai
doan mu doi trong nghién ctru PARAGON-HF.

Creatinin huyét thanh

Trong giai doan mu dbi ctia nghién ctru PARADIGM-HF, khoang 16% bénh nhan dugc diéu
tri bang Uperio va enalapril déu c6 muc tang creatinin huyét thanh > 50%. Trong giai doan
mu doi cia nghién citu PARAGON-HF, khoang 17% bénh nhan dugc di€u tri bang Uperio
va 21% bénh nhan dugc dicu tri bang valsartan c6 murc tang creatinin huyét thanh > 50%.

Kali huyét thanh

Trong giai doan mu doi cua nghien ctru PARADIGM-HF, khoang 16% bénh nhan dugc diéu
tri bang Uperio va enalapril c6 nong do kali > 5,5 mEq/l Trong giai doan mu d6i ciia nghién
ctru PARAGON-HF, khoang 18% bénh nhan dugc diéu tri bang Uperio va 20% bénh nhan
dugc didu tri bang valsartan c6 nong do kali > 5,5 mEq/1.

Kinh nghiém hau mai

Céc phan tng bt loi bo sung sau ddy di dugc béo cdo trong kinh nghiém hau mai. Boi vi
nhirng phan Ging nay dugc bao cao ty nguyén tir mot nhém dan so6 c¢6 quy mo khong xac dinh,
khong phai ludn Iudn cé thé ude tinh dang tin cay vé tan suat ciia nhitng phan Gng nay hoac
thiét 1ap mot mdi quan hé nhan qua vai viée dung thude.

Qud man bao gom phat ban, ngira va phdn irng phdn vé.

QUA LIEU VA CACH XU TRi

Dit liéu han ché hién c6 vé qua liéu Uperio & ngudi. O nhitng nguoi tinh nguyén khoe manh,
mot lieu don Uperio 1200 mg va nhicu lieu 900 mg (14 ngay) da duoc nghién ctru va duoc
dung nap tot.

Ha huyét ap 1a két qua rat co thé xay ra cua qua liéu do tac dung ha huyét ap ctia Uperio. Can
tién hanh diéu tri triéu ching.

Uperio khong chic c6 thé duoc loai bo bang tham phan méau do sy gin két cao véi protein.
PAC TiNH DUQC LUC HQC

Nhéom dwge 1y tri liéu: Thude tic dung 1én hé renin-angiotensin; thudc ddi khang angiotensin
11, cac két hop khac

Ma ATC: C09DX04
Co ché tac dong
Uperio chira sacubitril 1a thudc trc ché neprilysin va valsartan 1a thudc chen thy thé angiotensin.
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Uperio tic ché neprﬂysm (endopept1dase trung tinh; NEP) thong qua LBQ657 1a chit chuyén
hoa ¢6 hoat tinh cua tién thude sacubitril va chen thy thé angiotensin II type-1 (AT1) qua
valsartan. Tac dung trén tim mach va than cua Uperio ¢ bénh nhan suy tim dugc cho la do
su ting ndng do peptide bi phan huy boi neprilysin, nhu peptide loi niéu natri, boi LBQ657,
va sy (rc ché dong thoi tic dung cuia angiotensin II boi valsartan. Valsartan trc ché tic dung
clia angiotensin II bang cach chen thy thé AT1 chon loc va trc ché giai phong aldosterone phu
thudc angiotensin II.

Duwge luc hoce

Tac dung duoc luc hoc cua Uperio da dugc danh gia sau khi dung mot liéu don va nhiéu lidu
0 nhiing doi tugng khoe manh va bénh nhan suy tim, va phu hop véi su e ché neprilysin
dong thoi va phong bé hé renin-angiotensin.

Trong mot nghién ciru c6 ddi chimg vai valsartan trong 7 ngay & nhitng bénh nhéan bi giam
phan suét tong mau (suy tim c6 giam phan suat tong mau (Heart failure with reduced ejection
fraction — HFrEF), viéc ding Uperio lam tang loi ni¢u natri khong kéo dai dang ké, ting GMP
vong (¢cGMP) trong nude tiéu va giam MR-proANP va NT-proBNP so véi valsartan.

Trong mdt nghién ctru 21 ngay & bénh nhéan suy tim c6 giam phan sut tong méau, Uperio 1am
tang dang ké ANP va cGMP trong nudc tiéu va cGMP trong huyét tuong, giam NT-proBNP,
aldosterone va endothelin-1 trong huyét trong. Uperio cling chen thy thé AT1 nhu duoc
chimg minh boi sy ting hoat tinh renin trong huyét twong va ndng do renin trong huyét tuong.
Trong nghién ctru PARADIGM-HF, Uperio lam giam NT-proBNP huyét twong (khong phai
1a co chat cta neprilysin) va ting BNP huyét twong (co chét ctia neprilysin) va cGMP trong
nudc tiéu so voi enalapril.

Trong nghién ciru PARAMOUNT, mét nghién ctru ngau nhién, mu doi, 36 tuan & nhiing
bénh nhén suy tim ¢6 phan suat tong mau thét trai (LVEF) > 45% so sanh 200 mg Uperio (n
= 149) v6i 160 mg valsartan (n = 152) 2 lan/ngay, Uperio lam giam NT-proBNP 17% trong
khi valsartan 1am tang NT-proBNP 8% & tuan tht 12 (p = 0,005).

Trong nghién ciru PARAGON-HF, Uperio 1am giam NT-proBNP 24% (tuan thtr 16) va 19%
(tuan thu 48) so voi muc giam theo thtr tu 1a 6% va 3% doi voi valsartan.

Kéo dai khoang QT: Trong mot nghién ctru 1am sang k¥ ludng vé khoang QT hiéu chinh
(QTe) trén cac doi tuong nam gidi khoe manh, céac licu don ciia Uperio 400 mg va 1200 mg
khong c6 tac dung 1én su tai cuc cua tim.

Amyloid-p: Neprilysin 1a mgt trong nhiéu enzym tham gia vao sy thanh thai amyloid-B (Ap)
khoi ndo va dich ndo tuy (CSF). Dung Uperio 400 mg, 1 1an/ngay trong 2 tuan cho cac dbi
tuong khoe manh c6 lién quan dén sy tang AB1-38 trong dich nio tiy so véi gia dugc; khong
¢6 thay d6i vé ndng do cua AP1-40 hodc AP1-42 trong dich no tity. Chua 16 § nghia lam sang
ctia phat hién nay (xem phan DU LIEU AN TOAN PHI LAM SANG).

Huyét 4p: B6 sung mot liéu don 50 mg sildenafil vao Uperio & trang thai 6n dinh (400 mg, 1
lan/ngay trong 5 ngay) ¢ bénh nhén tang huyet ap c6 lién quan dén viéc giam huyet ap (BP)
b6 sung (huyet ap tam thu/huyét ap tam truong (~ 5/4 mmHg)) so véi dung Uperio don ddc.
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St dung dong thoi Uperio khong lam thay doi c6 y nghia tac dung trén huyét ap cia
nitroglycerin tiém tinh mach.

PAC TINH DUQC PONG HQC
Hip thu

Sau khi dung duong udng, Uperio phan ly thanh sacubitril va valsartan, dugc chuyén héa
thém thanh LBQ657. Nong do dinh trong huyét twong cua sacubitril, LBQ657 va valsartan
dat dugc theo thir ty trong 0,5 gid, 2 gid va 1,5 gio. Sinh kha dung tuyét d6i duong udng ciia
sacubitril dugc udc tinh la > 60%. Valsartan trong Uperio c6 sinh kha dung cao hon valsartan
trong cac cong thuc vién nén khac dugc ban trén thi truong; 25,7 mg, 51,4 mg va 102,8 mg
valsartan trong Uperio theo thu tu twong duong véi 40 mg, 80 mg va 160 mg valsartan trong
cac cong thire vién nén dugce ban trén thi truong.

Sau khi dung Uperio 2 lan/ngdy, ndng d6 ¢ trang thai 6n dinh cia sacubitril, LBQ657 va
valsartan dat dugc trong 3 ngdy. O trang thai on dinh, sacubitril va valsartan khong tich Ity ¢6
y nghia, trong khi LBQ657 tich lity gap 1,6 lan. Dung Uperio véi thirc an khong anh hudng
c6 y nghia lam sang dén nong do toan than cuta sacubitril, LBQ657 hoac valsartan. Mic du
¢6 su giam nong d¢ valsartan khi dung Uperio cung voi thiic an, sy giam nay khong di kém
v&i sy giam ¢ y nghia 1am sang vé hiéu qua dieu tri. Do do Uperio c6 thé dugc dung cung
hoac khong cung voi thirc an.

Phén b

Sacubitril, LBQ657 va valsartan gan két cao véi protein huyét twong (94% dén 97%). Dya
trén su so sanh gitra nong d¢ trong huyet twong va dich ndo tuy, LBQ657 di qua hang rao
mau ndo & mot muc do han ché (0,28%). Uperio co thé tich phan bo biéu kién cia valsartan
va sacubitril theo thir tur 1a 75 lit va 103 lit.

Chuyén héa

Sacubitril duoc chuyén d6i d& dang thanh LBQ657 boi cac esterase; LBQ657 khong dugc
chuyén héa thém ¢ mot mic do dang ké.

Valsartan dugc chuyén hoa tdi thiéu, vi chi khoang 20% liéu ding dugc thu hoi dudi dang
chat chuyén hoéa. Mot chat chuyén héa hydroxyl da dugc xac dinh trong huyét tuvong ¢ nong
do thap (< 10%).

Thai trir

Sau khi dung duong udng, 52-68% sacubitril (chii yéu 1a LBQ657) va ~13% valsartan va cac
chat chuyén hoa cta n6 duoc bai tiet trong nudc tieu; 37-48% sacubitril (chu yéu 1a LBQ657)
va 86% valsartan va cac chat chuyén hoa cua n6 dugc bai tiét trong phan.

Sacubitril, LBQ657 va valsartan dugc thai trir khoi huyét twong véi thoi gian ban thai trung
binh (T, ) theo thir tu 1a khoang 1,4 gio, 11,5 gio va 9,9 gio.

Su tuyén tinh/khéng tuyén tinh

Dugc dong hoc cua sacubitril, LBQ657 va valsartan 14 tuyén tinh trong khoang liéu Uperio
tor 50 mg den 400 mg.
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Tuong tac thudc:
Anh hwéng ciia cdc thuée ding dong thoi dén Uperio:

Vi su chuyén hoa cia sacubitril va valsartan qua trung gian enzym CYP450 14 ti thiéu nén
viéc dung dong thoi voi cac thude tac dong dén enzym CYP450 duoc du kién s& khong
anh hudng dén duoc dong hoc ciia Uperio. Cac nghién ctru chuyén biét vé twong tac thude
da cho théy viée st dung déng thoi furosemide, warfarin, digoxin, carvedilol, su Kkét hop
cua levonorgestrel/ethinyl estradiol, amlodipine, omeprazole, hydrochlorothiazide (HCTZ),
metformin, atorvastatin va sildenafil khong lam thay d6i nong do toan than cua sacubitril,
LBQ657 hoac valsartan.

Anh hwéng ciia Uperio dén cdc thuoc ding dong thoi:

Dit liéu in vitro cho thdy rang sacubitril (rc ché chat van chuyén OATP1B1 (polypeptide van
chuyén anion hitu co 1B1) va OATP1B3. Anh hudng ctia Uperio dén dugce dong hoc cua cac
thudc dung dong thoi dugc tom tat trong Hinh 1.

Hinh 1: Anh hwéng ciia Uperio dén dwoe dong hoc ciia cac thude dung ddng thoi

Thubc ding ddng thoi Ty 18 trung binh hinh hoc va khoang tin ciy 90%
; Lo
Furosemide
. L
Warfarin
L X
Digoxin o
. -
Carvedilol -
—e—
Levonorgestrel T o
: : e
Ethinyl estradiol
Amlodipine x
L 2
HCTZ
. —e—
Metformin —_——i
. .
Atorvastatin —_—y
® AUC
. i
Sildenafil o . O Cmax
1 1 I
0,5 1 2

Thay ddi so v6i tham chiéu
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Céac nhom bénh nhan dac biét

Anh hudng cua cac nhom bénh nhan déc biét dén duoc dong hoc cua LBQ657 va valsartan
duogc the hién trong Hinh 2.

Hinh 2: Dugc dong hoc ctia Uperio & cac nhém bénh nhan dac biét

M4 td nhém bénh nhan Ty 1€ trung binh hinh hoc va khoéng tin cdy 90%
AUC C
max
—— | e
Suy than: Nhe/Binh thuong —_— : |
]
|
—— i ——
Suy than: Trung binh/Binh thuong | : ——
]
|
|_|_| : '—.—|
Suy than: Nang/Binh thuong t T & b {
|
I
—— | a
Suy gan: Nhe/Binh thuong —T—0— : Pt
]
i
—_— I ——
Suy gan: Trung binh/Binh thuong : |
I
|
N ) e
Tudi: > 65 tudi/18-45 tdi —— | ——
[
1
4+ ! e
Nam/Nir _— | —_—
|
, . il i -
Nguoi chég A (Nhét va Trung Quoc)/ ei—i | f—tg—|
Ngudi da trang !
i ® 1LBQ657
e : |
Nguoi da den/Nguoi da tring ) | ! —t— O Valsartan
T T T T T
0,5 1 2 4 0,5 1 2 4
Thay dbi so v6i tham chiéu Thay dbi so v6i tham chiéu

Luu y: Phan loai Child-Pugh dugc sir dung d6i v6i suy gan.
Bénh nhén tré em (dwéi 18 tudi)

Uperio chua dugc nghién ctru ¢ bénh nhan tré em.
NGHIEN CUU LAM SANG

Liéu dung trong cac thir nghiém 1am sang duya trén tong lugng ciia ca hai thanh phan cia
Uperio, tic 1a 24,3/25,7 mg, 48,6/51,4 mg va 97,2/102,8 mg dugc goi theo thlt ty 1a 50 mg,
100 mg va 200 mg.
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Suy tim é ngudi lom
PARADIGM-HF

PARADIGM-HF 1a mét thir nghiém da qudc gia, ngdu nhién, mu déi so sanh Uperio va
enalapril & 8.442 bénh nhan ngudi 16n bi suy tim man tinh c6 triéu ching (d6 II-IV theo phan
d6 chirc nang suy tim ciia Hiép hoi tim New York - NYHA) va réi loan chirc ning tdm thu
(phan suét tong mau that trai < 40%). Cac bénh nhan phai ding thudc trc ché men chuyén
angiotensin hodc thudc chen thy thé angiotensin II trong it nhat 4 tudn va dang sir dung lidu
thube chen beta dugc dung nap t6i da. Nhimg bénh nhan c6 huyét ap tim thu < 100 mmHg
lte sang loc da bi loai trur.

Muc tiéu chinh cia PARADIGM-HF la x4c dinh xem liéu Uperio, sy két hop cua sacubitril
va thudc trc ché hé renin-angiotensin (valsartan), c6 vuot troi hon thude e ché hé renin-
angiotensin (enalapril) don doc trong viéc lam giam nguy co cua tiéu chi két hop tir vong do
tim mach (CV) hoac nhap vién do suy tim (HF) hay khong.

Sau khi ngimg diéu tri bang thudc e ché men chuyén angiotensin hodc thudc chen thy thé
angiotensin IT hién c6, cdc bénh nhan budc vao giai doan diéu tri thir nghiém mu don tuan tu,
trong d6 ho dugc dung enalapril 10 mg, 2 1an/ngay, sau d6 1a Uperio 100 mg, 2 lan/ngay, tdng
1én 200 mg, 2 lan/ngay Nhiing benh nhan da hoan thanh thanh cong céc giai doan diéu tri
thir nghiém tuan ty dugc chon ngiu nhién ding Uperio 200 mg (N = 4.209) 2 lan/ngay hodc
enalapril 10 mg (N = 4.233) 2 lan/ngay. Tiéu chi chinh 14 bién c6 dau tién trong tiéu chi tong
hop tr vong do tim mach hodc nhap vién do suy tim. Thoi gian theo ddi trung vi 1a 27 thang
va cac bénh nhan duoc diéu trj dén 4,3 nam.

Nhom bénh nhan nghién ctru gdm 66% la ngudi da tring, 18% 1a ngudi chau A va 5% la
nguoi da den; d6 tudi trung binh 13 64 tudi va 78% la nam. Liic chon ngau nhién, 70% bénh
nhan suy tim d6 II theo NYHA, 24% suy tim d¢ III theo NYHA va 0,7% suy tim d6 IV theo
NYHA. Phan suét tong mau thét tréi trung binh 1a 29%. Nguyén nhan co ban cia suy tim
1a bénh dong mach vanh & 60% bénh nhén; 71% co tién st ting huyét ap, 43% co tién sir
nhdi mau co tim, 37% c6 tde do loc ciia cau than wdc tinh < 60 ml/phut/1,73 m2 va 35% bi
bénh dai thao duong. Hau hét bénh nhan dang dung thude chen beta (94%), thudc ddi khang
corticoid khoang (58%) va thudc loi tiéu (82%).Vai bénh nhan dwoc cay may khir rung tim
(ICD) hodc may khir rung tim-liéu phap tai dong bo tim (CRT-D) (15%).

Nghién ctru PARADIGM-HF di cho thay rang Uperio, sy két hop cta sacubitril va thude
e ché hé renin-angiotensin (valsartan), vuot trgi hon thudc e ché hé renin-angiotensin
(enalapril), trong viéc lam giam nguy co ctia tiéu chi két hop tir vong do tim mach hodc nhap
vién do suy tim, dya trén phan tich thoi gian dén khi c6 bién ¢b (ty s6 nguy co [HR]: 0,80,
khoang tin cay (CI) 95% [0,73, 0,87, p < 0,0001). Hiéu qua diéu tri phan anh sy giam ca tir
vong do tim mach va nhap vién do suy tim; xem Bang 2 va Hinh 3. Dot tir chiém 45% cac ca
tor vong do tim mach, sau d6 la suy bom tim chiém 26%.

Uperio ciing cai thién thoi gian séng con toan bd (ty sb nguy co 0,84; khoang tin cay 95%
[0,76-0,93], p = 0,0009) (Bang 2). Phat hién nay duoc thiic ddy hoan toan bai ty 1¢ tir vong
tim mach thap hon khi dung Uperio.
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Bang 2: Hi¢u qua diéu tri dbi voi tiéu chi chinh tong hop, cac thanh phin ciia né va tir

vong do moi nguyén nhan trong nghién citru PARADIGM-HF

nhan

Uperio Enalapril Ty s6 nguy co
N =4.187 N =4.212 (khoéng tin Giatrip
n (%) n (%) ciy (CI) 95%)
~ o 914 (21,8) 1.117 (26,5) 0,80 <0,0001
Tiéu chi chinh (0,73, 0,87)
tong hop vé tir T
vong do tim
mach hodc
nhap vién do
suy tim
Tt vong do tim
mach 1a bién 377 (9,0) 459 (10,9)
co dau tién
Nhap vién do
suy tim 1a bién 537 (12,8) 658 (15,6)
cb dau tién
S6 bénh nhan
¢6 bién cb:*
T vong do 0,80
tim mach** 338 (13,3) 693 (16,5) (0,71, 0,89)
Nhap vién do 0,79
suy tim 537(12,8) 658 (15,6) (0.71,0.89)
Tt vong do 0.84
moi nguyén 711 (17,0) 835 (19,8) © 76, 0.93) 0,0009

* Phan tich cac thanh phan cua tiéu chi chinh tong hop khong dugc lap ké hoach theo thoi

gian dé dwoc diéu chinh vé tinh da dang.

** Bao gdm nhitng bénh nhan nhap vién do suy tim trudc khi tir vong.

Céc dudng cong Kaplan-Meier duoc trinh bay duéi day (Hinh 3) cho thay thoi gian dén khi
xay ra lan dau tién cua tiéu chi chinh tong hop (3A), va thoi gian dén khi to vong do tim mach

& bat ky thoi diém nao (3B) va lan nhap vién dau tién do suy tim (3C).
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Hinh 3: Puong cong Kaplan-Meier vé tiéu chi chinh tong hop (A), tir vong do tim mach
(B) va nhip vién do suy tim (C)
Hinh A

Théi gian dén khi xdy ra lin diu tién tir vong do tim mach hoiic nhap
vién do suy tim trong nghién ciru PARADIGM-HF

p<0,0001
Ty s0 nguy co (HR)
40 A (khodng tin cdy 95%):
0,80 (0,73, 0.87)
o
= P
%~ 304
=
5T
25 .
% = 20 Enalapril
g2 1
EE
M
=z UPERIO
:; 10 A
=}
0 T T T T T T |

0 180 360 540 720 900 1.080 1.260

Thosi gian tir khi chon ngdu nhién (ngdy)
S6 bénh nhan ¢6 nguy co

Uperio 4.187 3.922 3.663 3.018 2257 1.544 896 249
Enalapril 4.212 3.883 3.579 2922 2.123 1.488 853 236
Hinh B

Thoi gian xiiy ra tir vong do tim mach trong nghién ciru
PARADIGM-HF

40, Ty s6 nguy co (HR)
(khodng tin ¢y 95%):
@ 0,80 (071, 0.89)
= 304
52
=2 204 /_/_/—
£5 . -
% 2 Enalaprll/ﬂ _—
M "
2710 UPERIO
8
0

T T T T T T 1
180 360 540 720 900 1.080 1.260

Thoi gian tir khi chon ngdu nhién (ngdy)
S6 bénh nhn co nguy co

UPERIO 4187  4.056 3.891  3.282 2478 1.716 1.005 280
Enalapril 4212 4.051 3.860  3.231 2.410 1.726 994 279

Hinh C

Thoi gian xay ra nhap vién do suy tim trong nghién ciru
PARADIGM-HF

407 Ty s6 nguy co (HR)
(khodng tin ciy 95%):
0,79 (0,71, 0.89)

5o

$530

=2 ] .
5220 Enalapril 7/_‘___,_.:-'-‘
SE L

E':Tlo —

E UPERIO

0 T T T T T T d
0 180 360 540 720 900 1.080 1.260
Thoi gian tir khi chon ngu nhién (ngay)
S6 bénh nhén c6 nguy co
Uperio 4187 3922 3.663 3018 2257  1.544 896 249
Enalapril 4212 3.883  3.579 2922 2123 1488 853 236

Mot loat cac dic diém nhan khau hoc, dic diém bénh ban dau va cac thude dung déng thoi
ban dau da dugc khao sat vé anh hudng cua chung doi voi két qua. Két qua cta tiéu chi chinh
tong hop dong nhat giira cac phan nhom dugc khao sat (Hinh 4).
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Hinh 4: Tiéu chi chinh tong hop (Tir vong do tim mach hodc nhip vién do suy tim) -
Phan tich phan nhém (PARADIGM-HF)

. - - -

Tyl UPERIO Enalapril Ty s (HR)
o P SR nalapril ¥ 50 nguy co
Phéin nhém “"“"9'::;;""?‘““'“‘ AN (%) N % (Khong tin cay 95%
0

Téng thé 100 914/4.187 (21.8) LI1174212 (265) -

Tubi (nim) |
<57 243 222/1.043 (21,3) 248/ 994 (24.9) -
57-<64 27 182/917 (19.8) 263/ 992 (26,5) ——p—
64-<72 258 229/1.084 (21.1) 273/1.081 (25.3) e
=7 272 281/1.143 (24,6) 333/1.145 (29.1) ——

Gi6i tinh
Nam 782 756/3.308 (22.9) 902/3.259 @1.7) &

Nir 218 158/879 (18,0) 215/953 (22.6) —_——

Cin niing (kg)
<675 25,0 221/1.037 (21.3) 269/1.061 (254) —t—
67.5-<79 248 241/1.041 (23.2) 287/1.038 (27:6) >
79-<91,7 252 231/1.048 (22.0) 283/1.069 (26,5)
=917 25,1 221/1.060 20.8) 278/1.044 26,6 "

Chiing tge —r—
Nguoi da tring 66,0 598/2.763 (21,6) 717/2.781 (25.8)

Nguoi da den 5.1 58/213 (27.2) 72/215 (33.5) &
A —
Neudi chiu A 180 179/759 (23.6) 204/ 750 27.2)
Ngudi My ban xit 20 15/84.(17.9) 22/88 (25,0)
Chung toc khéc 89 64/368 (17.4) 102/378 (27.0) ——

Khu vye
My 52 58/225 (25.8) 77/209 (36.8) —_—
Ngodi nuée My 94,8 856/3.962 (21.6) 1.040/4.003  (26.0) -

Phin @ chire ning suy tim theo Hiép hdi Tim New York (NYHA)

PG 1T theo NYHA 70,5 578/2.998 (19.3) 742/2.921 (254) .
DG 111 theo NYHA 24,0 292/ 969 (30,1) 329/1.049 (31.4) —_——
DO IV theo NYHA 0,7 10/33 (30.3) 11/27 (40.7) -

Tée d§ loc ciia chu than (GFR) wée tinh (mU/phat/1,73m?)
<54 24,7 280/1.021 (27.4) 344/1.054 (32.6) -
54-<66 24,0 218/1.018 (21,4) 279/1.000 (27.9) —p—

66- <79 249 205/1.037 (19.8) 238/1.054 (22.6) ——t
>79 264 211/1111 (19,0) 256/1.104 (23.2) o

Bénh dii thio dwong
Khong 654 519/2.736 (19,0) 661/2.756 (24,0) ——
co 34,6 395/1.451 (27.2) 456/1.456 (31.3) -

Huyét 4p tim thu (mmHg)

208 208/ 834 (24.9) 249/913 (27.3) o
110-<120 23,0 223/990 (22,5) 249/ 941 (26,5) —_—
120 - < 130 245 202/1.041 (19.4) 264/1.018 (25.9) °
>130 317 281/1.322 (213) 355/1.340 (26:3)

R TP, ——

Phin sut tdng mau (%)
<25 194 215/ 784 (27.4) 271/ 849 (31.9)
25-<30 208 191/861 (22.2) 255/ 885 (28.8) =

. c—ine
30-<34 285 243/1.229 (19.8) 281/1.162 (24.2)
>34 313 265/1.313 (20.2) 3101315 (23.6) >—|

Rung nhi
Khong 632 552/2.670 (20.7) 637/2.638 4.1 ——
co 36,8 362/1.517 (23.9) 480/1.574 (30.5) ——

NT-proBNP
<Trung vi 49,9 299/2.079 (14,4) 403/2.116 (19.0) B
> Trung vi 499 614/2.103 (29.2) 711/2.087 (34.1) ——

Ting huyét ip
Khong 293 245/1.218 (20,1) 303/1.241 (24.4) — .
co 70,7 669/2.969 (22.5) 814/2.971 (27.4) .

Sir dyng thude e ché men chuyén angiotensin (ACEi) truge dé
Khong 22 221/921 (24,0) 246/ 946 (26.0) -

Co 778 693/3.266 (21.2) 871/3.266 (26.7) -

Sir dung thue chen thy thé angiotensin IT (ARB) trudc dé
Khong 775 691/3.258 (21.2) 866/3.249 (26,7) -

Co 25 223/929 (24,0) 251/963 (26.1) ——

Sir dyng thube déi khing aldosterone trude dé |
Khong 444 399/1.916 (20.8) 494/1.812 (27.3)

Co 556 5152271 (22.7) 623/2.400 (26,0) -

Nhip vién do suy tim truée d6
Khong 372 262/1.580 (16,6) 348/1.545 (22.5)
co 628 652/2.607 (25.0) 769/2.667 (28.8) -

Thoi gian tir khi chiin doén suy tim
<1nim 30,0 202/1.275 (15.8) 240/1.248 (192) N
> 1-5 nam 385 392/1.621 (24.2) 447/1.611 @7.7) |
> 5 nim 315 320/1.291 (24.8) 430/1353 (31.8) -+

Nguyén nhén suy tim ——

Khong thiduméu cycbd 40,0 339/1.681 (20.2) 420/1.682 (25,0)

Thiéu méu cyc b 60.0 575/2.506 (22.9) 697/2.530 (27.5) ——

Bit ky clly may khir rung tim (ICD) (ké ci méy Khir rung tim-ligu php tai ddng bg tim (CRT-D)
Khong 852 761/3.564 (21,4) 942/3.592 (26.2)
co 148 153/ 623 (24.6) 175/ 620 (28.2) *
T T T T T T T T

0,25 0,5 0,75 1,5 2 3 4
UPERIO t6t hon Enalapril tot hon
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Luu y: Hinh trén trinh bay cic anh hudng trong cac phan nhom khac nhau, tat ca déu l1a cac
dic diém ban du. Cac gi6i han tin cay 95% duoc thé hién khong tinh dén s6 1an so sanh duoc
thyuc hién va c6 thé khong phan anh anh huéng ctia mot yéu té cu thé sau khi diéu chinh cho
tat ca cac yéu to khac. Khong nén dién giai qua mirc vé tinh dong nhat hodc khong dong nhat
gitra cac nhom.
PARAGON-HF

PARAGON-HF, 1a mét thir nghiém da trung tim, ngau nhién, mu déi so sanh Uperio va
valsartan & 4.796 bénh nhan ngudi 16n bi suy tim ¢6 triéu chimg v6i phan suat tong mau that
trai > 45%, va bénh tim cdu trac [I6n nhi trai (LAE) hodc phi dai thit trai (LVH)]. Nhiing
bénh nhéan c6 huyét ap tim thu < 110 mmHg va nhitng bénh nhéan c6 LVEF < 40% trong siéu
am tim trude d6 déu bi loai trir.

Muc tiéu chinh cta nghién cru PARAGON-HF la xac dinh xem li¢u Uperio c6 lam giam ty
1¢ cua tiéu chi tong hop ve tong so6 lan nhap vién (lan dau va tai phat) do suy tim (HF) va tu
vong do tim mach (CV) hay khong.

Sau khi ngimg diéu trj bang thudc trc ché men chuyén angiotensin hodc thudc chen thy thé
angiotensin II, cac bénh nhan budc vao giai doan diéu tri thir nghiém mu don tuan ty, trong d6
ho dugc dung valsartan 80 mg, 2 lan/ngay, sau d6 1a Uperio 100 mg, 2 lan/ngay Nhitng bénh
nhan dung thube tre ché chuyen angiotensin (ACE1) hoic thudc chen thy thé angiotensin I
(ARB) lidu thap trude d6 bat dau giai doan diéu tri thir nghiém, duoc dung valsartan 40 mg,
2 lan/ngay trong 1-2 tuan. Nhimg bénh nhan hoan thanh thanh cong cac giai doan diéu tri
thir nghiém tuan tw duogc chon ngiu nhién ding Uperio 200 mg (N = 2.419) 2 lan/ngay hodc
valsartan 160 mg (N = 2.403) 2 1n/ngay. Thoi gian theo ddi trung vi 1a 35 thang va cac bénh
nhan duoc diéu trj dén 4,7 nam.

Nhom bénh nhan nghién ctru gdm 81% 1a ngudi da trang, 13% la ngudi chau A va 2% la
nguoi da den; do tudi trung binh la 73 tudi va 52% la nit. Lac chon ngau nhién, 77% bénh
nhan suy tim d6 I theo NYHA, 19% suy tim d¢ III theo NYHA va 0,4% suy tim d IV theo
NYHA. Phédn suét tong mau thit trai trung vi 1a 57%. Nguyén nhdn co ban cia suy tim 1a
bénh nguyén thiéu méu cuc bd & 36% bénh nhan. Hon nita, 96% co tién sit tang huyét ap,
23% ¢6 tién sit nhdi mau co tim, 46% co toc dd loc cua cau than ude tinh < 60 ml/phat/1,73
m2 va 43% bi bénh dai thao dudong. Hau hét bénh nhan dang dung thude chen beta (80%) va
thudc oi tiéu (95%).

Nghién ctru PARAGON-HF di cho thay rang Uperio lam giam vé s6 luong ty 1¢ ciia tiéu chi
tong hop vé tong s6 1an nhap vién (lan dau va tai phat) do suy tim va tr vong do tim mach,
dua trén phan tich st dung mo hinh ty 1¢ twong xung (ty so ty le [RR] 0,87; khoang tin cay
95% [0,75, 1,01], p = 0,06); xem Bang 3. Hi¢u qua dleu trj chii yéu do giam tong s6 lan nhap
vién do suy tim & nhimg bénh nhan duoc chon ngau nhién dung Uperio (ty so ty 1& 0,85;
khoang tin cay 95% [0,72, 1,00]).

Bang 3: Hiéu qua diéu tri ddi véi tidu chi chinh tong hop va cic thanh phén ciia né trong
nghién ciru PARAGON-HF
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Uperio Valsartan (kﬁgﬁl::gii(llluc‘r:iy
N =2.407 N =2.389 95%) :
Tiéu chi vé Ty 1¢ Ty 1é
Cn , n L X n X e

hiéu qua bién co® bién co
Téng hop
vé tong s6
lan nhap Ty so ty 1€ (RR)
vién do suy =0,87 (0,75,
fim (14n diu 894 12,8 1,009 14,6 1.01)
va tai phat) Gid tri p 0,06
va tir vong
do tim mach
Téng sb 1an o Ao iA
nhap vién | 690 9,9 797 11,6 Tysoty16=0385

. (0,72, 1,00)
do suy tim
T vong do Ty sb ty 16 =0,95
tim mach® 204 2.9 212 3.1 (0,79, 1,16)

Chir viét tit: RR = ty s ty 1& (rate ratio), HR = ty s6 nguy co.

2 Ty 18 bién ¢6/100 bénh nhan-nam.

®Bao gdm nhitng bénh nhan bi tir vong do tim mach sau bién ¢ nhap vién do suy tim.

Hinh 5: cho thiy s6 lrgng trung binh ciia cac bién c¢b theo tiéu chi tdng hop vé tong sb
1an nhép vién do suy tim va tir vong do tim mach theo thoi gian.

60 Téng s6 1an nhap vién do suy tim v tir vong do tim mach trong nghién ciru PARADIGM-HF
50
40
=
Z = Valsartan
2= 30
Bz
£8 9 UPERIO
5=
3
10
0 T T T T T T
0 180 360 540 720 900 1080 1260 1440
$6 bénh nhén c6 nguy co Thoi gian tir khi chon ngau nhién (ngay)
Uperio 2407 2374 2328 2267 2210 1528 1118 553 179
Valsartan 2383 2343 2266 2237 2161 1505 1110 579 181

Mot loat cac ddc diém vé nhan khiu hoc, dic diém bénh ban dau va cac thude dung déng thoi
ban dau da dugc khao sat vé anh huong cta chung doi véi két qua (Hinh 6).
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Hinh 6: Tiéu chi chinh tong hop vé tong s6 1An nhap vién do suy tim va tir vong do tim
mach — Phan tich phan nhém (PARAGON-HF)

Phan nhém UPERIO Valsartan Ty sb ty 1¢
/N (EAR) N (EAR) Ubctinh (hodng in ciy95%)

Téng thé 894/ 2407 (12.8) 1009/ 2389 (14,6) o 087 (0,75, 1,01)

Tubi
< 65 tudi 138/ 412 (114) 138/ 413 (114) — 0,99 (0,64, 153)
> 65 tudi 756/ 1995 (13,1) 871/ 1976 (15.3) — 0,85 (0,73, 0,99)

Tubi
<75 tubi 425/ 1307 (11-1) 513/ 1290 (13,5) T E— 0,82 (0,66, 1,02)
>75 tudi 469/ 1103 (15,0) 496/ 1099 (16,0) — 0,92 (0,76, 1,11)

Giéi tinh
Nam 503/ 1166 (15,1) 477/ 1151 (14,6) —— 1,03 (0,85, 1,25)
Nir 391/ 1241 (10,8) 532/ 1238 (14,7) : 0,73 (0,59, 0,90)

Chiing tjc
Nguoi da tring 709/ 1963 (12,3) 833/ 1944 (14,6) — 0,83 (0,71, 0,97)
Ngudi da den 37/ 52 (23,6) 52/ 50 (35.8) + 0,69 (024, 199)
Ngudi chau A 128/ 297 (163) 109/ 310 (13,0) —_—— 125 (087. 179)
Chung toc khic 200 95 (7.9) 15/ 85 (7.1 + 1,03 (047, 2.28)

Khu vye
Béc My 223/ 288 (25,1) 255/ 271 (310) —_— 0.80 (0,57, 114
Chau My Latinh 49/ 191 (103) 34/ 179 (1.8) ——— 133 (0.75. 2.36)
Tay Au 225/ 699  (10,7) 319/ 691 (15,6) —_— 0.69 (0,53, 0.89)
Trung Au 228/ 856  (9,1) 238/ 859 (9,4) —_— 097 (0,76, 124)
Chéu A Thai Binh Duong va —_—— 1,10 (079, 1,52)
ciokha v ke 169/ 373 (16,9) 163/ 389 (154)

Bénh dai thao dwdng lic ban diu (ng;u nhién) 0,89 (0,74, 1,09)
Co 500/ 1049 (16.8) 591/ 1020 (18.4) 084 (068 1.03)
Khéng 394/ 1358 (9,9) 468/ 1369 (11.8)

Phin suit tdng méu thét trii (LVEF) 078 (0,64, 0,95
< trung vi (57%) 457/ 1239 (12,8) 591/ 1256 (16.4) *

— 1,00 (0.81, 1.23)
> trung vi (57%) 437/ 1168 (12,9) 418/ 1133 (12,7)
Rung nhi (AF) dya trén di¢n tim dd (ECG) lic ban diu (ngiu nhién) 0,81 (0,63, 1,04)
. — e
Co 279/ 717 (13.3) 314/ 679 (159) 089 (075 1,06)
Khéng 607/ 1672 (12,6) 694/ 1698 (14.2) =

Rung nhi dya trén tién sir lic ban diu (ngiu nhién) 083 (0,69, 1.00)
Co 520/ 1246 (143) 620/ 1275 (16,7) — TR
Khong 374/ 1161 (11,2) 389/ 1114 (12,2) ——— ’ T

NT-proBNP liic sang loc 085 (0,67, 1,08)
< trung vi (911 pg/ml) 329/ 1199 (92) 379/ 1180 (10,9) et

0,87 (0,73, 1,05)
> trung vi (911 pg/ml) 558/ 1189 (16.7) 625 1189 (18,6) ——

Huyét 4p tim thu lic sang loc
< trung vi (137 mmHg) 461/ 1220 (13.2) 523/ 1230 (14.9) ——— 0,88 (0,72, 1,07)
> trung vi (137 mmHg) 433/ 1185 (12,5) 486/ 1159 (14,4) —_—— 086 (0,69, 1,00)
Sir dung thudc déi khing thu thé corticoid khoding lic ban dAu (ngiu nhién) 073 (056, 095)
Co 218/ 592 (12,9) 327/ 647 (17,6) —— DT
Khéng 676/ 1815 (12,8) 682/ 1742 (13.5) —r 9407, 112

Khéng dung na thube e ché men chuyén angiotensin (ACEi

g nap y gi (. ) N 0,87 (0,46, 1,65)

Co 40/ 123 (10,7) 46/ 139 (11-5)
— 087 (0,75, 1,01
Khong 854/ 2284 (13,0) 963/ 2250 (14,8) 75, )

Tde df lge ciia ciu thin wée tinh (eGFR) ban diu (ngiu nhién)

M 0,79 (0,66, 0,95)
<60 ml/phat/1,73/m? 493/ 1164 (14,9) 622/ 1177 (18.8) oo, 127
> 60 ml/phit/1,73/m? 401/ 1243 (11,0) 386/ 1211 (10.8) —— Lor (080, 1.27)
Phién dj chirc ning suy tim theo NYHA lic ban dau (ng;u nhién)
0,90 (0,76, 1,06)
il 670/ 1939 (11,9) 732/ 1904 (13,3) —
wiv 22/ 466 (164) 277/ 485 (200) —_— 0,79 (0,59, 1,06)
0,25 0,5 1 2
UPERIO tt hon Enalapril t5t hon
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Luu y: Hinh trén trinh bay cic anh hudng trong cac phan nhom khac nhau, tat ca déu l1a cac
dic diém ban ddu. Cac gi6i han tin cay 95% duoc thé hién khong tinh dén s6 1an so sanh duoc
thuc hién va c6 thé khong phan anh anh huéng ctia mot yéu td cu thé sau khi diéu chinh cho
tat ca cac yéu to khac.

Trong mot phén tich vé mdi quan hé giira phan suét tdng mau tht trai (LVEF) va két qua
trong nghién cu PARADIGM-HF va PARAGON-HF, nhiing bénh nhan ¢6 LVEF dudi mtc
binh thudng dwoc diéu tri bing Uperio d giam nguy co nhiéu hon (Hinh 7).

Hinh 7: Hiéu qua diéu tri dbi véi tiéu chi tong hop vé thoi gian dén khi nhap vién lan
diu do suy tim hoic tir vong do tim mach theo phan suét tdng mau thit trai (LVEF)
trong nghién ciru PARADIGM-HF va PARAGON-HF

PARADIGM-HF PARAGON-HF
1.6+ UPERIO ' so vdi enalapril UPERIO  so voi valsartan

...... Khodng tin ciy 95% L

— Ty 56 nguy co

=]
3
21.0 ~
o0 -
2
Q0.9 T Tt e =T
>
=08
074 e T e .
0.6+
0.5
15 20 25 30 35 40 45 50 55 60 65 70 75
Phan suat tong mau that trai lac sang loc (%)
Nghién ctiru TITRATION

Nghién ctru TITRATION 1a 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-1V) c6 16i loan chire
nang tim thu (phan suat tong méau tim that tréi < 35%) chwa duoc diu trj bang cac thude trc
ché men chuyén hodc thudc trc ché thy thé angiotensin hodc dang thay doi lidu cac thude trc
ché ACE hodc ARB trudc khi tham gia vao nghién ciru. Bénh nhan bét dau ding Uperio 50
mg hai 1an/ngay, dwoc diéu chinh 1én 100 mg hai lan/ngay va sau d6 dén liéu dich 200 mg hai
lan/ngay trong vong 3 hodc 6 tuan.

Nhin chung, 76% bénh nhéan dat dén va duy tri 1iéu dich Uperio 200 mg hai lén/ngay ma
khong phal ngu’ng thube hodc giam lidu trong 12 tudn. S6 bénh nhan chua dugc diéu tri bang
cac thude tre ché men chuyén hodc thude tre ché thy thé angiotensin trude d6 hodc didu tri &

liéu thap (twong duong < 10 mg enalapril/ ngay) dat dugc va duy tri Uperio 200 mg khi tang
liéu trong vong 6 tuan nhidu hon so v6i 3 tuan.

Nghién citu PARAMOUNT

Nghién ctru PARAMOUNT la mét nghién ctru 1am sang ngau nhién, mu dbi trén bénh nhan
c6 phan suat tong mau tam that trai > 45% so sanh giira bénh nhan dung Uperio 200 mg
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(n=149) so voi valsartan 160 mg (n=152) hai lan/ngay Nghién ctru da chung minh thudc lam
giam ty 1¢ NT-proBNP 16n hon c6 y nghia thong ké tir lic ban du cho dén tuan thir 12. Ty 1¢
giam NT-proBNP so véi ban dau tuong tu ¢ tuan thir 12 va 36 trong nhom bénh nhan duoc
diéu tri bang Uperio, trong khi NT-proBNP giam tir tuan 12 dén tudn 36 trong nhém bénh
nhéan diéu trj bang valsartan. Sy giam c6 ¥ nghia kich thudc nhi trai, bao gdm ca thé tich nhi
trai (p=0,0069) va duong kinh nhi trai (p=0,0337) di duoc ghi nhan & tuan 36. Sy cai thién
¢6 y nghia thong ké vé mirc d9 bénh theo NYHA da dugc ghi nhan ¢ tuan thir 36 (p=0,0488).

DU LIEU AN TOAN PHI LAM SANG
Kha niing giy ung thw, giy dt bién, suy giam kha ning sinh sin
Kha niang gy ung thu, giy dot bién

Cac nghién ctru vé kha ning gy ung thu dugc thuc hién trén chudt nhat va chudt cong vaoi
sacubitril va valsartan da khong xac dinh dugc bit ky kha ning gdy ung thu nao ddi voi
Uperio. Cmax (nong d6 tbi da trong huyét tuong) cua LBQ657 & lidu cao (HD) 1.200 mg/kg/
ngay trén chudt nhét dyc va cai theo thir tw gdp 14 14n va 16 1an trén nguoi ¢ liéu t6i da khuyen
c4o cho nguoi (MRHD). Cmax ciia LBQ657 & lidu cao 400 mg/kg/ngay trén chudt cong duc
va cai theo thtr tu gép 1,7 1an va 3,5 1an & lidu t6i da khuyén céo cho nguoi. Lidu valsartan
duoc nghién ciru (lidu cao 160 mg/kg/ngay & chudt nhit va 200 mg/kg/ngay & chudt cong) gap
theo thtr tw khoang 4 1an va 10 1an lidu t6i da khuyén céo cho ngudi trén co s mg/m?.

Céc nghién ciru vé& kha ning gy dot bién va gy gdy nhidm sic thé duoc thuc hién véi
Uperio, sacubitril va valsartan da khong cho thay bat ky anh huéng nao ¢ cap do gen hodc
nhiém sic thé.

Suy giam kha nang sinh san

Uperio da khong cho thiy bat ky anh hudng nao dén kha ning sinh san & chudt cong véi liéu
150 mg/kg/ngay (theo thir tyr gap < 1,0 lan va < 0,18 lan liéu toi da khuyén cao cho nguoi trén
co s6 AUC cua valsartan va LBQ867).

Déc tinh va/hoac duge ly hoc trén dfng vat

Anh huéng ctia Uperio ddi v6i ndng do amyloid- trong dich ndo tily va mé ndo da dwoc
danh gia ¢ khi con cynomolgus (2-4 tuo6i) dugc dicu tri bang Uperio (50 mg/kg/ngay) trong
2 tuén. . Trong nghién ctru nay, Uperio anh huéng dén d6 thanh thai Ap cua dich ndo tuy, lam
tang ndng d6 AP 1-40, 1-42 va 1-38 trong dich nio tay; khong c6 su tang tuong ung vé nong
d6 AP trong ndo. Ngoai ra, trong mot nghién ciru vé doc tinh & khi cynomolgus dwoc diéu tri
bang Uperio ¢ licu 300 mg/kg/ngay trong 39 tuan, khong c6 su tich Ity amyloid-beta trong
nao.

HAN DUNG
36 thang ké tir ngay san xuat.
PIEU KIEN BAO QUAN

Khong bao quan trén 30°C. Tranh am. Giir thude trong bao bi gdc.
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QUY CACH PONG GOI

Uperio 50 mg: Hop 2 vi x 14 vién nén bao phim.
Uperio 100 mg: Hop 2 vi x 14 vién nén bao phim.
Uperio 200 mg: Hop 4 vi x 7 vién nén bao phim.
TIEU CHUAN CHAT LUQONG

TCCS.

CO SO SAN XUAT

Co sé san xuit:

Novartis Singapore Pharmaceutical Manufacturing Pte. Ltd.
10 Tuas Bay Lane, 637461 Singapore, Singapore.
Co so dong gobi va xuat xwong:

Novartis Farma SpA.

Via Provinciale Schito 131

80058 Torre Annunziata (NA)

Y

PHIEN BAN
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