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Huwdéng dan si dung thude
Rxgrin r .
Vién nén bao phim APIRESTOR
R -
¥ Vién nén bao phim APIRESTOR 24/26
R . .
* Vién nén bao phim APIRESTOR 49/51
RX v/ién nén bao phim APTRESTOR 97/103
“Doc ki hiwedng dan siv dung triede khi ding”
“Dé xa tim tay tré em”
“Thude nay chi ding theo don thuic”
THANH PHAN CONG THUC THUOC, DANG BAO CHE
1. APIRESTOR 24/26:
Thanh phén dugc chat:
Sacubtrill VAISAILAN i v ios s amiiimsersvsssivi i spisaasssisasesmsssny wbf comsossnses 24 mg/ 26 mg
- Thanh phin ti duge: Microcrystalline cellulose, crospovidone , low-Substituted hydroxypropyl
cellulose, magnesium stearat, colloidal silicon dioxyde, hypromellose 2910, polyethylene glycol
6000, tale, titanium dioxyde, oxyd sat d6, oxyd st vang.
% Dang bao ché : Vién nén bao phim. Vién nén tron bao phim, mau vang, hai mit tron.
2. APIRESTOR 49/51:
- Thanh phén duge chit:
SaCUDItIL VAISAITAD ..veveien i eeneitieaaeei e ortasrha s st se b na e nsnsaasaeaes 49 mg/ 51 mg
- Thanh phén ti duge: Microcrystalline cellulose, crospovidone , Low-Substituted hydroxypropyl
cellulose, magnesium stearat, colloidal silicon dioxyde, hypromellose 2910, polyethylene glycol
6000, talc, titanium dioxyde, oxyd sat do, oxyd sat vang.
% Dang bao ché : Vién nén bao phim. Vién nén dai bao phim, mau vang, mét mat tron, mdt mit co
vach ngang.
3. APIRESTOR 97/103:
- Thanh phin duoc chat:
SAcubiill VaISAUIAN. . ..ousmerssiostan shons i s oharsss S is s v R A LR RS s srvwsres 97 mg/ 103 mg
_ Thanh phén ta duoc: Microcrystalline cellulose, crospovidone, Low-Substituted hydroxypropyl
cellulose, magnesium stearat, colloidal silicon dioxyde, hypromellose 2910, polyethylene glycol
6000, tale, titanium dioxyde, oxyd sat dé, oxyd sit vang.
% Dang bio ché : Vién nén bao phim. Vién nén dai bao phim, mau hémg. Mot mat tron, mét mat co
chit API
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CHI PINH

APIRESTOR duoc chi dinh diéu tri suy tim c6 tri¢u chimg & bénh nhén (ngui 16n) ¢6 roi loan chire
nang tam thu.

CACH DUNG, LIEU DUNG

Cich dung:

Dung dudng udng. Udng nguyén vién véi mot luong nude vira du.

Udng cing hodic khdng cling voi thire an .

Lidu ding: Theo chi dinh cia bic s.

Liéu khoi ddu duge khuyén céo: 1 vién APIRESTOR 49/51 ( Sacubitril/ valsartan 49 mg/S1 mg),
ubng 2 1an/ ngay, trir cdce tinh hudng duge mo t& dudi day, Nén tang gép dai liéu sau 2- 4 ‘tuzlm dén
lidu muc tidu 1 vién APIRESTOR 97/103 (Sacubitril/ valsartan 97 mg/103 mg), uong 2 lan/ ngay,
thy theo sw dung nap ctia bénh nhan. -

Néu bénh nhin gip cac vin dé vé kha nang dung nap (huyét ap tam thu [SBP| = 95 mmHg, ha
huy}é‘l ap tri¢u ching, ting kali mau, roi loan chire ndng thén), khuyén_ cao diéu chinh liéu cdc
thubc dung déng thivi, chuin dé gidm lidu tam thoi hojc ngimg dicu tri biing Sacubitril/ Valsartan.
Trong nghién ciu PARADIGM-HF, APIRESTOR duoc ding cung vai cde lidu phap digu tri suy
tim khac, thay cho thudc (¢ ché ezyme chuyén (ACE) hodc thuoe tic ché thu thé 1angiotensin I
(ARB). Nén dimg licu khoi dau 24 mg/ 26 mg, hai lan moi ngay va diléu chinh liéu chdm (tang
gip @61 sau mdi 3 - 4 tudn} trén nhitng bénh nhén hién khong ding thufj::: (rc ¢hé enzyme chuyén
(ACE) hodc thuoc ire ché thu thé angiotensin I1 (ARB) hodc dung céc thude nay vii li€u thap.
Khéng nén bt dau diéu tri & nhiing bénh nhén cé nong do kali huyé-t thanh > 5,4 mmol/l llnz,“zc ch
huyét 4p tim thu < 100 mmHg. Nén xem xét ding lieu khoi ddu 24 mg/ 26 mg, hai lan m&i ngay
dbi vai bénh nhan c6 huyét ap tim thu > 100 -110 mmHg.

Khong nén ding APIRESTOR ciing véi thuée (e ché ezyme chuyén (ACE) hodic tre ché thu tﬂhé
(ARB). Do tiém an nguy co phu mach khi str dung ﬂ?;mg thoi véi thude Ge ché ezyme chuyén,
khéng bat dau sir dung APIRESTOR trong vong it nhét 36 gitr sau khi ngirng ligu phap dieu tri
bing thudc tic ché enzyme chuyén.

Valsartan chita trong APIRESTOR c6 sinh kha dung cao hon valsartan trong cac cong thire thuéc
vién nén khac trén thi truomg.

Néu quén mét liéu, bénh nhan nén ding liéu tiép theo vao thai gian da dinh.

Nhom déi twong diic biét

Bénh nhdn cao tuoi

Liu dung nén phit hgp v6i chire ning than cia bénh nhan cao tudi.

Suy thdn

Khong cin didu chinh lidu & bénh nhan suy than nhe (6 loc cdu thén uée tinh [eGFR] 60-90
ml/phat/1,73 m?). Nén xem xét dung lidu khoi dédu 24 mg/26 mg, hai lin mdi ngay & bénh nhan
suy than trung binh (eGFR 30-60 ml/ phat/ 1,73 m?). Do kinh nghiém lam sing con rat han ché &
bénh nhan suy than ning (eGFR < 30 ml/ phat/ 1,73 m?), can than trong khi ding APIRESTOR
va khuyén cdo ding lidu khai dau 24 mg/26 mg, hai lan mdi ngay. Khéng co kinh nghiém & bénh
nhan bi bénh thin giai doan cudi va khéng khuyén céo sir dung APIRESTOR.

Suy gan

Khéng can diéu chinh liéu khi ding APIRESTOR cho bénh nhén suy gan nhe (phén loai Child-
Pugh A). Kinh nghi¢m 1am sang con han ché & bénh nhin suy gan trung binh (phan loai Child-
Pugh B) hodc cé gia tri AST/ALT cao gép hai lan giéi han trén cua mic binh thudng. Can théan
trong khi ding APIRESTOR ¢ nhiing bénh nhén nay va liéu khéi ddu duoc khuyén céo la 24 mg/
26 mg, hai lan mdi ngay. Chong chi dinh ding APTRESTOR & bénh nhén suy gan ning, Xo gan
mét hodc (t mat (phén loai Child-Pugh C).
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Nhém bénh nhdn tre em

- Do an todn v& hiéu qua ciia APIRESTOR 6 tré em va thiéu nién dudi 18 tudi chua duge xdc dinh.

Néu quén udng mot liéu‘ thube, ngudi bénh Eu:“'mg ngay khi nhé. Tuy nhién, néu gan thoi gian uéng
lizu tiép theo thi bo qua lidu da quén. Khang uong gap déi liéu dé b liéu di quén.

Tham khao ¥ kién bdc sy trude khi sic dung thude.
Khéng co yéu cdu déic higt vé xir Iy thudoc sau khi sic dung.
CHONG CHIi BDINH
P = s . - - A - s - . o -~ A
- Quéa mén v&i céc hoat chét hode bat cif thanh phan ta duge nao duge liét ké trong mue Thanh phan

ta dugc.

Sir dyng ddng thoi vai cac thube frc ché enzym chuyén. Khong nén dung APIRESTOR trong vong
36 gio sau khi dimng didu trj bang thude re ché enzym chuyén.

Bénh nhan co tién sir pht mach lién quan dén digu trj bing cac thube (e ché enzym chuyén hoiic
thudc tre ché thy thé angiotensin.

Phii mach di truyén hosc vo can.

Str dung déng thoi véi cac thude chiia aliskiren trén bénh nhan déi thdo dudng hoiic & bénh nhén
suy thin (eGFR < 60 ml/phit/1,73 m”).

Suy gan ning, xo gan mat hodc & mat.

- Phu ni ¢ thai.
CANH BAO VA THAN TRONG KHI DUNG THUOC

Phong toa kép hé Renin-Angiotensin-Aldosteron (RAASY:

- Khéng diing dong thoi APIRESTOR véi thubc (e ché enzym chuyén do nguy co phu mach. Khéng
nén bat dau ding APIRESTOR frong vong 36 gio sau khi ding liéu cudi thuoc Ge che enzym

chuyén. Néu ngimg ding APIRESTOR, diéu trj bing thube tc ché enzym chuyén khéng nén bat
dau trong vong 36 gid sau lidu cudi clia APIRESTOR.

Than trong khi ding ddng thoi APIRESTOR véi céc thudc trc ché truc tiép renin nhu aliskiren.
Khéng dwoc ding dong thoi APIRESTOR véi aliskiren cho bénh nhin dai thdo duong typ 2.

Klyﬁng ding df:'mg thoi APIRESTOR véi cac thude tic ché thu thé angiotensin do tac dung chen thy
thé angiotensin I ciia APIRESTOR.

Ha hugét ap

Khéng nén bat dau diéu tri trir khi huyét 4p tim thu > 100 mmHg. Nhimg bénh nhan co huyét ap
tam thu < 100 mmHg chua duge nghién ciru. Cac truong hop ha huyét ap triéu chimg da duge béo
cdo & nhitng bénh nhan diéu tri bing APIRESTOR trong cdc nghién ciru lam sang, dic bi€t & bénh
nhan > 65 tudi, bénh nhan bi bénh than va bénh nhin co huyét ap tdm thu thép (< 112 mmHg).

_ Khi bit dhu didu tri hodic trong khi chudn do lifu APIRESTOR nén theo ddi huyét &p thudng
xuyén. Néu ha huyét ap xay ra, khuyén cdo chuan do giam lidu tam thdi hodc ngimg digu tri bang
APIRESTOR. Nén xem xét diéu chinh liu cia thude lgi tigu, thudc chéng ting huyét ap ding
dong thoi va diéu tri cdc nguyén nhan khac gay ha huyét ap (vi dy giam thé tich méu). Ha huyét ép
triéu chirng co nhiéu kha ning xay ra hon néu bénh nhan bi giam thé tich, vi du do diéu tri loi tidu,
han ché mudi trong ché do an, tiéu chay hodc nén. Cin didu chinh sy thiéu hut natri va/hodc giam
thé tich trude khi bat dau didu trj hﬁ‘mg APIRESTOR, tuy nhién, phdi cin nhic va than trong voi
diéu chinh nay véi nguy co qua tai thé tich.
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Suy giam chie nang thin

Panh gid bénh nhén suy tim nén ludn bao obm danh gia chire niing than. Nhitng bénh nhan suy
than nhe va trung binh co nhiéu nguy co bj ha huyét ap. Kinh nghiém ldm sang con vt han ché &
bénh nhan suy than ning (tbe @6 loc ciu than (GFR) ude tinh < 30 ml/phut/1,73 m’) va nhiing bénh
nhin nay co nguy co ¢ao nhét vé ha huyét ap. Khéng c¢d kinh nghiém & bénh nhan bj bénh than giai
doan cudi va khong khuyén cao sir dung APIRESTOR.

Suy giam chire ning thin

- Sir dung APIRESTOR co thé lién quan dén suy giam chirc ning thdn. Nguy co nay co thé ting
thém do mét nude hodic sir dung déng thoi voi thuoe chong viém khéng steroid (NSAID). Nén xem
xét giam lidu & nhiing bénh nhén phat sinh giam chire ndng thin ¢o ¥ nghia lam sang.

I'ing kali mau

Khong nén bit dau diéu trj néu ndng do kali huyét thanh > 5,4 mmol/l. S dung sacubitril/valsartan
co thé lign quan dén tang nguy co vé tang kali mdu, mac du giam kali mau ciing co thé xay ra.
Khuyén cdo theo doi kali huyét thanh, dac biét & nhimg bénh nhéan c6 cac yéu to nguy co nhu suy
than, bénh dai thao dudmg hodc gidm aldosteron huyét hodc nhimg nguai co ché d6 an nhiéu kali
hoiic dang dung thude d6i khéng corticoid khoang). Néu bénh nhin ting kali mau cé y nghia 1am
sang, khuyén cao diéu chinh lidu cac thube ding ddng thiri hodic chudn d§ giam liéu tam thdi hodic
ngirng dimg thude. Nén xem xét ngimg didu trj néu ndng do kali huyét thanh > 5,4 mmol/I.

Phi mach

Phil mach di duoc ghi nhén trén bénh nhan didu tri bang APIRESTOR.

Néu phii mach xudt hién, nén ngimg ding APIRESTOR ngay va co bién phap diéu tri thich hop va
theo doi cho dén khi hét hian cac triéu ching va diu hiéu lam sang. Khong duge dung lai
APIRESTOR. Trudng hop vi tri phit mach dwgc xéc dinh khu tri o mat va mdi, phit mach thudng
ty tho4i lui ma khéng cén didu tri, mic du ¢ thé sir dung thude khang histamin dé lam giam trigu
chirng.

- Phu mach lién quan dén pha thanh mén ¢o thé gy tir vong. Néu phi mach xuét hién & ludi, thanh
mén hodc thanh quan va la nguyén nhin giy tic nghén dudng thd, cén trién khai ngay cac bién
phap diéu tri thich hop bing tiém dudi da adrenalin 1:1000 (0,3 mL dén 0,5 mL) va/hogc céc bién
phap can thiét dé dam bao théng khi.

- Chua c6 nghién ciru sir dung thudc trén nhom bénh nhén co tién st phit mach trude d6. Do cac
bénh nhan nay ¢é nguy co phi mach cao hon, khuyén céo than trong khi sit dyng APIRESTOR cho
ho. Khong sir dung APIRESTOR cho céc bénh nhén ¢6 tién siv phit mach lién quan dén cac thube
tic ché men chuyén hoac lién quan dén diéu tri bing cac thudc trc ché thy thé angiotensin trude do,
hodic bénh nhan phit mach di truyén.

Bénh nhan da den ¢6 thé taing man cam véi hién twong phi mach.

Bénh nhin hep déng mach thin

- Tuong tu cac thude khac anh hudng trén hé renin-angiotensin-aldosteron, APIRESTOR 6 thé lam
tang ure mau va nong do creatinin huyét thanh trén bénh nhéin hep dong mach than hai bén hodc
mot bén. Cén than trong trén nhimg bénh nhan hep dong mach than va khuyén cdo theo doi chire
nang than.

Bénh nhan vdi phan loai chire nang db IV theo NYHA

Cin thén trong khi str dung APIRESTOR cho bénh nhan NYHA d8 IV do kinh nghiém lim sang
vai doi trgng bénh nhén nay con han ché.
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Peptid loi niéu natri type B (BNP)

BNP khong phai la mét chit chi diém sinh hoc thich hop v& suy tim & bénh nhan diéu trj bang
APIRESTOR vi né 14 mdt co chit ctia neprilysin.

Beénh nhan suy gan

- Kinh nghiém l4m sang con han ché & bénh nhin suy gan trung binh (phan logi Child-Pugh B) hodc
¢6 gid tri AST/ALT cao gap hai lin gidi han trén ciia mic binh thudng. O nhiing bénh nhin nay,
nong dg co thé tang 1én va do an toan chua duge xdc dinh. Do do khuyén céo nén thin trong khi
dung APTRESTOR & nhiing bénh nhan nay. Chéng chi dinh ding APIRESTOR & nhirng bénh nhan
suy gan nang, xo gan mat hodc i mét (phén loai Child-Pugh C).

ST’ DUNG THUOC CHO PHU NU' O THAI YA CHO CON BU

Phu nir ¢6 kha nang mang thai (va cac bién phap tranh thai néu co)

- Phu nfr ¢6 kha nang mang thai nén dugc tu vin vé nhiing hé qué cna viée st dung APIRESTOR

trong khi mang thai va nén dugc khuyén si dung céc bién phap tranh thai trong thdi gian diéu tri
bing APIRESTOR va | tudn sau khi dimg lidu thude cudi cling,

Phu nir ¢d thai

thé loai trir nguy co ciia thudc trén thai nhi. DA ¢6 céc bdo cao v& t6n thuong do thude trén su phat

thai va théng bio cho béc si clia minh.

Phu nit cha con ba

_ Hién chua biét APIRESTOR cé bai tiét vdo sita me hay khong. Thanh phan cia APIRESTOR,
sacubitril va valsartan bai tiét vao sira chudt cong me. Do nguy co cdc phan (ing bat loi c6 thé xay
ra trén tré so sinh va tré nhé bt me, khuyén cao khong dung APIRESTOR trong thdi gian cho con
bi. Nén can nhic quyét dinh ngirng cho con bit hodc ngimg dimg APIRESTOR trong thoi gian cho
con bu, cé tinh dén tam quan trong ctia APIRESTOR ddi voi ngudi me.

K ha ning sinh san

_ Chua ¢6 céc div liéu vé tac dung cia APIRESTOR trén kha ning sinh san coa ngudi. Thude khéng
anh hudng dén kha ning sinh san di duoc chimg minh trong cac nghién cltu voi APIRESTOR ftrén
chudt cong duc va cai.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Khéng ¢6 nghién ciu lién quan dugc tién hanh, can than trong khi sir dung may moc hodc lai xe,
do uong thude ¢6 thé gdy chong mét va mét moi.

TUONG TAC CUA THUOC VOI CAC THUOC KHAC

Tuong tac thude chdéng chi dinh

Céc thude trc ché men chuyén angiotensin (ACE); Chong chi dinh sir dung dong thoi APIRESTOR
véi cac thuéc tre ché enzym chuyén do sy i ché ddng thoi cia neprilysin (NEP) va thudc trc ché
men chuyén c6 thé lam ting nguy co phit mach. Khong bit dau sir dung APIRESTOR trong vong
36 gidr sau khi ding lidu cudi thude irc ché enzym chuyén. Khong bat dau diéu tri bang thude tc
ché enzym chuyén trong vong 36 gid sau khi ding lidu cudi APIRESTOR.

- Aliskiren: Chéng chi dinh sir dung déng thoi APIRESTOR cho bénh nhén déi thao dudng typ 2.

Tuong tac thude khuyén cdo khéng sit dung dong thoi

- Khéng nén ding déng thoi APIRESTOR véi thude chen thy thé angiotensin [ (ARB) do tdc dung
chen thu thé angiotensin 1l cia APIRESTOR.

Tuong tr cac thude khac tac dong truc tiép trén hé renin-angiotensin-aldosteron, khong sir dyng
APIRESTOR trong thoi ky ¢6 thai. APIRESTOR téc dong d6i khang angiotensin 1. Do @6, khong .

—

{rién ciia thai nhi (nhu sdy thai ty nhién, thiéu 6i va rdi logn chire ning thdn & tré so sinh) khi ngudi -
me mang thai ding valsartan. Bénh nhan nén duge khuyén ngung APIRESTOR ngay sau khi mang
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- Neén tranh ding thude d?mg thai véi aliskiren trén bénh nhan suy thin (Téc d6 loc ciu than ude tinh
< 60 mL/phat/1.73 m2).

Tuong tac dé duoe ghi nhan cin cin nhiic khi phéi hop.

- Cde Statin: Cac dir lidu in virre cho thiy sacubitril Gc ché céc hé vin chuyén OATPIBI va
OATPIB3. Do d6, APIRESTOR ¢6 thé lim ting ndng do toan thin cia céc co cht cia OATP1B]
vi OATP1B3 nhu céc statin. Sir dung dong thdi véi APIRESTOR lam ting gap déi néng do Cmax
ciia atorvastatin va cdc chit chuyén héa cua thube va lam ting dén 1,3 lan dién tich dudi dudmg
cong AUC.

- Thén trong khi dung dong thoi APIRESTOR vai cac statin. Khéng ¢6 tuong tac l4m sang gitta
thube-thude duge quan sat thay khi diing chung simvastatin va APIRESTOR.
Ue ché PDES bao gom sildenafil:
Dimg thém dong thoi liéu don sildenafil cing véi APIRESTOR & trang thai on dinh trén bénh
nhén ting huyét ap gay ha huyét 4p manh hon so v6i ding APIRESTOR don dac.
Do dd, nén thin trong khi bat dau dimg sildenafil hodic thuée tre ché PDE-5 khac cho bénh nhéan
dugce diéu tri bang APIRESTOR.

Tuong tic thube co thé xudl hién cin duoe cin nhic khi phdi hop

- Kali: Sir dung ddng thoi véi cic thude lgi tiéu giir kali (nhu triamteren, amilorid), céc thude dbi
khéng thy thé corticoid khodng (nhu spironolacton, eplerenon), cde ché phim bd sung kali hodc cac
dang mudi co chia kali ¢d thé din dén 1am tang ndng do kali huyét thanh va dén dén ting ndng dod
creatinin huyét thanh. Khuyén céo theo ddi ndng dé kali huyét thanh néu st dung dong thoi
APIRESTOR vdi céc thude nay.

Cée thudce khdang viém khong steroid (NSAID) bao gdm céc thubce irc ché chon loc cyclooxygenase-
2 (che thude tre ché COX-2): Trén bénh nhén cao tudi, bénh nhan bi giam thé tich tudn hoan (bao
gbm céc bénh nhan dang diéu tri bing thudc loi tiéu), hogc bénh nhan c6 chiic ning thin suy giam,
sir dung dong thoi APTRESTOR va cac thude NSAID c6 thé dén dén ting nguy co lam x4u di chiic
nang thdn. Do do, khuyén c4o theo dai chire nang thén khi bét dau hodc thay dbi diéu tri trén bénh
nhan dang dimg céc thude NSAID sir dung ddng thoi APIRESTOR.

Lithi: Kha ning tuong tac thude giita APIRESTOR va lithi chwa duge nghién ciu. Tang nong do
lithi huyét thanh ¢6 hoi phue va dc tinh da duge ghi nhén khi sit dyng dong thoi lithi véi cdc thude
Gic ché men chuyén hoic cac thube d6i khéng thu thé angiotensin L. Do do, khuyén cao than trong
theo dai némg d6 lithi huyét thanh khi sir dung ddng thoi véi APIRESTOR. Néu sir dung cting mdt
thude loi tidu, nguy co dge tinh cia lithi con ¢d thé ting thém.

Furosemide: Su dung dbng thdi APIRESTOR va furosemide khong anh hudng dén duge doéng hoc
ciia APIRESTOR nhung ldm giam Cmax vd AUC cua furosemide lan luot 12 50% va 28%. Mic du
khong cd sy thay d6i lién quan dén lugng nudc tiéu, sy bai tiét natri qua nude tiéu da giam trong
vong 4 gio va 24 gid sau khi dung déng thoi. Licu trung binh hang ngay cia furosemide khong

thay déi so véi ban déu cho dén khi két thic nghién cu PARADIGM-HF & nhiing benh nhén diéu
tri bing APIRESTOR.

- Nitrate nhr nitroglycerine: Khong cé tuong tac thude - thude gitta APIRESTOR va nitroglycerine
tiém tinh mach lién quan dén viéc giam huyét ap. S dung dong thoi nitroglycerine va
APIRESTOR c6 lién quan dén sy khac biét diéu tri 5 bpm ctia nhip tim so vai liéu phap chi ding
nitroglycerine. C6 thé xay ra mot tac dong twong ty 1én nhip tim khi APIRESTOR dugc dung cling
v6i nitrate ngam dudi ludi, udng hodc qua da. N6i chung khéng can diéu chinh lidu.

- Cde chdr van chuyén OATP va MRP2: Chét chuyén héa ¢6 hoat tinh cua sacubitril (sacubitrilat) va
valsartan 1a co chat OATPIB1, OATPIB3 va OAT3; valsartan ciing la co chit MRP2. Do do, sir
dung déng thoi APIRESTOR véi céc thude e ché OATPIBI, OATPIB3, OAT3 (nhu rifampin,
cyclosporin) hodc MPR2 (nhu ritonavir) c6 thé lam ting ndng dd sacubitrilat hodc valsartan tuong
(g trong tun hoan. Can than trong khi bét diu hoiic ngimg diéu trj véi cac thude nay.
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Bang 1: Danh séch céc phan ing bit loi

Metformin: Sir dyng ddng thai APIRESTOR véi metformin da giam Cmax va AUC ciia metformin
lén dén 23%. Chua bict 13 su li€n quan vé mat lim sang cua nhimg phat hién nay. Do dé, khi bat
dAu didu trj bing APIRESTOR & bénh nhéin ding metformin, can danh gia tinh trang lam sang ciia
bénh nhén.

Tuong tac khéng cd ¥ nghia

Tiwong tic thiude - thude khéng co y nghia trén [dm sang d4 dugc ghi nhén khi st dung dong thoi
APIRESTOR vai furosemid, digoxin, warfarin, hydrochlorothiazid, amlodipin, metformin,
omeprazol, carvedilol, nitroglycerin duong tinh mach hofic dang két hop levonorgestrel/ ethinyl
estradiol.

TAC DUNG KHONG MONG MUON CUA THUOC

Tém it dir liéu an toan:

Cac phén tmg ¢6 hai dugc bdo cao phé bién nhat khi diéu tri voi sacubitril / valsartan 1a ha huyét ap
(17,6%), tang kali huyét (11,6%) va suy théan (10,1%) (xem phan 4.4). Phii mach da dugc bao cdo &
nhirng bénh nhén duge diéu trj bing sacubitril/ valsartan (0,5%) (xem mé ta cdc phan tmg c6 hgi
i chon).

Béng liét ké cée tac dung khéng mong mudn:

Céc phan (g bét loi duoe siip xép theo nhém hé co quan va sau dé theo tan suat, dau tién la cac
phan (mg thudmg gip nhét, st dyng quy ude sau diy: rit thuémg gip (= 1/10); thudng gip (= 1/100
dén < 1/10); it gap (= 1/1.000 dén <1/100); hiém gip (= 1/10.000 dén < 1/1.000); rat hiem gip (<
1/10.000). Trong mai nhom tan sudt, cac phan img bat loi duge sftp xép theo thir tu mirc dg nghiém
trong giam dan.

| Phén logi h¢ théng co quan \Cic tic dyng lkhéng mong muén Tan suiit
R&i loan méu va hé bach huyét Thiéu mau Thuong gip
Réi loan hé mién dich Quéa man ft gap
. . Tang kali mau* Rét thuong gap
Roi loan chuyén ho4 va dinh dudng i R e —
Giam kali mau, ha dudng huyét Thuong gap
; . Choéng vang, nhirc diu, ngét Thuong gap
R&i loan hé than kinh = e S
Chdng mat tu the It gap
R&i loan tai va mé dao Chong mit Thutmg gap
. Ha huyét ap Rat thudong gip
Roi loan mach = e
Ha huyét ap the dimg Thudng gap
R&i loan hd hép, nguc va trung thit Ho Thuong gap
R&i loan tiégu hoa . Tiéu chay, budn nén, viém da day | Thuong gap
Réi loan da va md dudi da Ng(ia, phat ban, phu mach * it gap
2 . Suy giam chiic ning than * Rét thuong gap
Roi loan than va tiet niéu = v - >
Suy thén (Suy than, suy thin cap) | Thuong gap
: R6i loan toan than va tinh trang tai chd - .
 ding thu be Mét moi, suy nhuoge Thudng gip

7 Xem mé ta cdc phan vimg ¢6 hai chon loc.
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Mo ta cde phan &ng ¢d hai chon loc:

Phir mach; Phit mach di duge bao cdo ¢ bénh nhén diéu tri bﬁng APIRESTOR. Trong nghién ciru
PARADIGM-HF, phii mach da duge bdo cao & 0,5% bénh nhan dicu tri bang APIRESTOR, so v&i
0,2% bénh nhan diéu tri bing elanapril. Ty 1& phi mach cao hon da duge quan sat thdy & bénh nhén
ngudi da den diéu tri bang APIRESTOR (2.4%) va enalapril (0,5%).

Tang kali mdu vé kali huyéi thanhi; Trong nghién ciru PARADIGM-HF, ting kali mau va nong do

kali huyét thanh > 5.4 mmol/l da dugc bdo céo theo thir tw & 11,6% va 19,7% bénh nhin diéu tri
bang APIRESTOR va 14,0% va 21,1% bénh nhin dicu tr] bang enalapril.

Huyét ¢p: Trong nghién citu PARADIGM-HF, ha huyét ap va huyét dp tAm thu thip cd ¥ nghia
ldm séng (< 90 mmHg va giam so vdi ban dau > 20 mmHg) di dugce bdo cio theo thir ty & 17,6%
vi 4.76% bénh nhan didu trj bang APIRESTOR so vai 11,9% va 2,67% bénh nhan diéu tri bang
enalapril.

Suy than: Trong nghién otru PARADIGM-HF, suy thin da duoe béo cao & 10,1% bénh nhan diéu
tri biing APIRESTOR va 11,5% bénh nhén diéu trj bing enalapril.

Hudng din cich xir iri ADR:

Trong qué trinh nghién ciu lam sang cd thé kiém sodt & ngudi ting huyét ap, cac ADR twong
duong gitta nhém didu trj bang valsartan va nhém ding placebo. Tén suét ADR khéng phu thude
vao lidu, thai gian diéu tr, tudi, gidi tinh hofc dan tae.
Bio cfio cdc phin dng c6 hai: Hiy bao cho béc si, dugc s néu nguoi ding thube nhén thay bét ky tac
dung phu nio, ké ca cc tac dyng chua duoc liét k&, hofic bao céo cdc phan dmg c6 hai cua thude vé
Trung tim Théng tin thude va Theo ddi phan ting c6 hai cla thude (béo cao ADR online tai dia chi
hitp://baocacadr.vn).

QUA LIEU VA CACH XU TRI

Triéu chitng qud liéu:

Bao gbm ha huyét 4p nang, nhip tim nhanh, gidm y thire, suy tuan hoan c6 thé kém theo s_éc. Cham
nhip tim ciing ¢ thé xay ra do kich thich than kinh phé giao cam. Neu xay ra ha huyét ap tricu
chirng, cén dit ngudi bénh trong tur thé nam ngira, dau thap, truyén tinh mach dung dich natri clorid
0,9%.

Xip trei qued liéu:
Phy thude vao thoi gian ding qua lidu thude, biéu hién va mac do nang cia céc triéu chimg, nhung
bién phap quan trong nhat 12 6n dinh huyét dong cho ngudi bénh.

- ThéAm tach mau khong loai b duge valsartan.

PAC TINH DUGC LUC HOC

Nhom diéu tri: Cac tic nhan hoat dong trén hé théng renin-angiotensin; Angiotensin Il, dang két
hgp khéc.

Ma ATC: C09DX04

Co ché tac dung:

Sacubitril/ Valsartan irc ché theo co ché tac dung mdi cia chit Gc ché thu thé angiotensin
neprilysin (ARNI) bang cich trc ché dong thoi neprilysin (endopeptidase trung tinh; NEP) théng
qua sacubitrilat - 1a chét chuyén héa 6 hoat tinh cia tién thude sacubitril va bang cach tic ché thy
thé angiotensin Il typ 1 (AT1) ciia valsartan.

Hiéu qua b tro trén tim mach va tac dung trén thén cia Sacubitril/ Valsartan trén bénh nhin suy
tim 12 do sacubitrilat lam tang né‘mg do cac peptid bj phan hiy boi neprilysin nhu natriuretic
peptides (NP) va tac dung trc ché dong thoi taic dung bat lgi ctia angiotensin [l bdi valsartan.

o



https://trungtamthuoc.com/

Trang 10/ 12

Chc NP thé hién tac dung théng qua hoat hoa thy thé guanylyl cyclase géin trén mang dan dén lam
tang nong d cac guanosin monophosphat vong truyén tin thir cip (cGMP), do d6 thic day sy giin
mach, ting thai trir natri va loi nigu, tAng tée dd loc cau than va tang luu lugng mau qua thén, (¢
ché giai phong renin va aldosteron, giam hoat dong giao cam, tac dung chéng phi dai va chong xo
hoa. Hoat hoa kéo dai hé renin-angiotensin-aldosteron din dén co mach, giir nude va mudi & thin,
kich hoat sur sinh truéng va nhan lén cia t& bao va hau qua gly tai c¢hu trac thich nghi. Valsartan tic
ché tac dong co hai trén tim mach va trén than cla angiotensin 2 béng cach lic ¢hé chon loc thu thé
AT 1, ddng thoi ire ché giai phéng aldosteron phu thuge angiotensin II.

Tic dung durpe lue hoc

Téc dung duge lue hoe ctia Sacubitril/ Valsartan duoc danh gid sau khi ding liéu don va lidu lap lai
trén ngudi tinh nguyén khoe manh va bénh nhén suy tim phit hop voi tac dung tre ché dong thoi
neprilysin va hé renin-angiotensin-aldosteron. Trong mot nghién cirn 7 ngdy co doi chimg voi
valsartan trén bénh nhan giam phéan sudt tong mau (HFrEF), sir dung Sacubitril/ Valsartan dén dén
sy gia tang co y nghia nhung khong bén su bai tiét natri nigu, ting GMP vong trong nudc tiéu va
lam giam MR-proANP va NT-proBNP trong huyét tuong so voi valsartan,

Trong mdt nghién cdu 21 ngay trén bénh nhén o phén suAt téng méau giam, Sacubitril/ Valsartan
lam giam cé y nghia ANP va GMP véng trong nuoe tiéu, GMP vong trong huyét twong, giam NT-
proBNP, aldosteron va endothelin-1 trong huyét twong so véi trude diéu trj. Sacubitril/ Valsartan
ciing (e ché thy thé AT 1 thong qua viée lam giam hoat tinh va ndng dé renin huyét twong. Trong
nghién ciru PARADIGM-HF, APIRESTOR lam giam NT-proBNP huyét twong va ting BNP huyét
twong, GMP vong trong nuéc tiéu so vai enalapril. Trong khi BNP [ mot co chiit clia neprilysin thi
NT-proBNP khéng phai 1a co chat ciia neprilysin. Do d6, NT-proBNP (chtr khong phai BNP) la
mdt chét chi diém sinh hoc thich hop dé theo dai bénh nhan suy tim duoc didu trj bang Sacubitril
Valsartan.

Trong mot nghién ctu 1dm sang danh gid khoang toan dién QTec thuc hi¢n trén ngudi tinh nguyén
khoe manh 1a nam gi6i ding liéu don 400 mg va 1200 mg cho thay Sacubitril/ Valsartan khéng co
tac dong trén sy tai cuc co tim.

- Neprilysin 1a mot trong s& nhiéu enzym tham gia vao thanh thai amyloid-f (Ap) tir ndo va dich ndo
tiy. St dung Sacubitril/ Valsartan 400 mg mot lAn/ngay trong 2 tuan trén ngudi tinh nguyén khoe
manh 1am ting ndng d¢ AP 1-38 trong dich ndo tiy so vdi ding gia duoc; khéng co sy thay doi vé
néng do AP 1-40 va 1-42 trong dich ndo tily. Y nghia lam sang clia két qua nay hién chua duoc biét
1.

DPAC TINH DUGC DONG HOC
Hidp thu

- Sau khi ding dudng ubng, APIRESTOR giai phéng sacubitril, chét nay sau d6 dugc chuyén héa
thanh sacubitrilat, va valsartan. Céc chat nay dat ndng dd dinh trong huyét twong tuong (g sau 0,5
gio, 2 gid va 1,5 gio. Sinh kha dung tuyét ddi duong uéng cta sacubitril va valsartan ude tinh
twong ting > 60% va 23%. Valsartan trong APIRESTOR c6 tinh sinh kha dyung cao hon valsartan
trong cac dang bao ché vién nén dang luu hanh trén thi trudng khac.

Sau khi diung l‘iéu Sacubitril/ Valsartan 2 lin/ngdy, ndng do ciia sacubitril, sacubitrilat va valsartan
dat trang thai on dinh trong vong 3 ngay. O trang thai on dinh, sacubitril va valsartan khong tich
lay khac biét rd rét, trong khi tich Il sacubitrilat téing 1,6 lan.

Sir dung Sacubitril/ Valsartan cling voi thic &n khéng anh hudng ¢o y nghia trén [&m sang dén
nong do ctia sacubitril, sacubitrilat va valsartan trong tuén hoan. Miic dii c6 sy giam ndng do cia
valsartan trong tudn hoan khi ding Sacubitril/ Valsartan ciing v6i thirc dn, viéc giam nay khéng
kém theo viéc giam tac dung diéu tri trén 14m sang. Do d6, APIRESTOR ¢6 thé dlng cung hodc
khong eing voi thue an.
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Phén bo

- Sacubitril/ Valsartan lién két manh véi protein huyét tuong (94% - 97%). Qua so sanh nong do
trong huyét twong va trong dich ndo tuy, sacubitrilat qua hang rao mau ndo voi muc dd han ché
(0,28%). Sacubitril/ Valsartan o ¢6 thé tich phin b biéu kién dao doéng tir 75L dén 103L.

C.‘h'uyé'ii hoa sinh ;l'igcf(,".‘mj«’én hdea

Sacubitril d& chuyén thanh sacubitrilat béi cdc men esterase; sacubitrilat sau d6 khdng dugc tiép tue
chuyén hoa véi mite do ddng ké, Valsartan duge chuyén hoa & mirc dé tbi thiéu, chi khoang 20%
lidu duge tim thiy dudi dang chét chuyén héa. Chét chuyén hoa dang hydroxyl hoa duge xéc dinh
& ndng do thip trong huyét tuong.

Thai friv
Sau khi ding dudng uéng, 52%-68% sacubitril (chu yéu dudi dang sacubitrilat) va khodng 13%

valsartan va cac chat chuyén hoa cia né duge thai trir qua nude tiéu; 37%-48% sacubitril (chi yéu
dudi dang sacubitrilat) va 86% valsartan va cac chat chuyén hoa etia nd thai trir qua phén,

Sacubitril, sacubitrilat va valsartan dugc thai trir khoi huyét tuong véi thoi gian ban thai trung binh
(t1/2) twong ting khodng 1,43 gid, 11,48 gitr va 9,90 gio.

Tuyén tinh/Khing tuyén tinh

Duoc dong hoc ciia sacubitril, sacubitrilat va valsartan tuyén tinh trong khoéng lidu thir nghiém (50 N
- 400 mg APIRESTOR).

& N~ 0 A
Poi tugng dic bigt: -:4
’ e

Bénh nhdn cao (udi &

Néng dd sacubitrilat va valsartan ting ¢ cac ddi tugng trén 65 tudi theo thit tu la 42% va 30% so
vai cac doi twong tré hon.

Suy giam chirc néng thin

Mét su tuong quan dd duge quan st thiy gitra chiic ning thén va nbng do sacubitrilat toan than &
nhiing bénh nhan suy thin nhe dén nang. Néng dé sacubitrilat & nhimg bénh nhén suy thén trung
binh (30 ml/phtit/1,73 m2 < eGFR < 60 ml/phat/1,73 m2) va suy than nang (15 ml/phut/1,73 m2 <
eGFR < 30 ml/phat/1,73 m2) cao hon gip 1.4 lan va 2.2 lan so v&i nhitng bénh nhén suy than nhe
(60 ml/phit/1,73 m2 < eGFR < 90 ml/phat/1,73 m2) - nhém bénh nhéan Ién nhat tham gia vdo
nghién ciru PARADIGM-HF. Nong do valsartan twong ty & nhiing bénh nhan suy thin trung binh
va ning so voi nhimg b@nh nhén suy than nhe. Chua cé nghién ciru nao dugc thye hién O nhiing

bénh nhén dang duge tham phén. Tuy nhién, sacubitrilat va valsartan gfin két cao véi protein huyét
twong va do dé khong duge loai bd hiéu qua bang tham phan.

Suy giam chirc nang gan

O nhiing bénh nhén suy gan nhe dén trung binh, ndng d sacubitril ing theo thi tu ghp 1,5 lan va
3.4 14n, sacubitrilat ting gdp 1,5 lan va 1,9 ln, va valsartan ting gép 1,2 ldn va 2,1 lin so véi cic
dbi twgng khoe manh pht hgp. Tuy nhién, & nhiing bénh nhan suy gan nhe dén trung binh, ndng do
sacubitrilat tr do tang theo thir tu g:flp 1,47 lan va 3,08 lan, va ndng d¢ valsartan ty do ting theo thi
tur 12 1,09 1dn va 2,20 lin so vai céc doi twong khoe manh phit hop. Sacubitril/ Valsartan chua dwogce
nghién clru & nhitng bénh nhén suy gan ning, xo gan mat hodc (r mat.

Tré em (dudi 18 tudi)

Sacubitril/ Valsartan khong nghién ctru trén bénh nhi.
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Nhom chimg toc

Duoe dong hoe ciia Sacubitril/ Valsartan (sacubilril, sacubitrilat va valsartan) khong co su khac
biét gitta cdc ching tde va cae nhom dén tge khiac nhau (ngudi da tring, ngudi da den, ngudoi chiu
A, Nhat Ban va cic nude khac).

Anh lcng cua gidi tinh
Duge dong hoe cia Sacubitril/ Valsartan (sacubitril, sacubitrilat va valsartan) khéng ¢6 sy khéc
biét trén phu nit va nam gidi.

QUY CACH PONG GOI

| Hop 3 vi/ 10 vi, vi 10 vién, to hudng dan sir dyng. (Vi nhém- nhém)
l Hop 2 vi/ 4 vi/ 10 vi, vi 14 vién, t& hudng dan sir dung. (Vi nhdm- nhém)
| APIRESTOR 24/26 =

- Hop 1 chai x 60 vién, t& huéng dan st dung. (Chai HDPE)
| Hop 1 chai x 120 vién, t& hudng dén sir dung. (Chai HDPE)

Hop 2 vi/ 4 vi/ 10 vi, vi 14 vién, t& hudng dan sir dung.(Vi nhém- nhém)
APIRESTOR 49/51 Hop 1 chai x 60 vién, t& huéng dén str dyng. (Chai HDPE)

Hop 1 chai x 120 vién, t& huéng din sir dung. (Chai HDPE)
Hop 2 vi/ 4 vi/ 10 vi, vi 14 vién, t& hudng dén st dung. (Vi nhom- nhém)
APIRESTOR 97/103 | Hép 1 chai x 60 vién, to hudng dén sir dyng, (Chai HDPE)
Hop 1 chai x 120 vién, t& huéng din sir dung, (Chai HDPE)
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PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA THUOC

Piéu kién bao quin: Bao quan noi khd rdo, tranh 4nh sang, nhigt d dudi 30°C. Dé thude ra khoi
tam nhin va tam tay cua tré em.

Han diing: 36 thang ké ti ngy san Xudit.
Tiéu chuén chit lwgng: TCCS.
€O SO SAN XUAT
Céng ty C6 phin Duwge APIMED
- Dia chi tru so: 263/9 Ly Thudng Kiét, Phuong 15, Quén 11, thanh ph6 H6 Chi Minh,Viét Nam.

- Dia chi nha may: Pudng N1, cum cong nghi€¢p Phi Thanh - Vinh Thanh, xd Vinh Thanh, huyén
Nhon Trach, tinh Ddng Nai, Viét Nam.
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