https://tru

160 x 290 mm

ngtaminuoeg.com/

Rx Thu« ity chi dimg theo dom thude

USIPO 100

. Viin nén bao phim
DE xa thm tay tré on,
Dt,l: It g dim st dyng trwde khi diing.
THANH PIL \N LONG'I HiICTHUGC
- Thinoh phin dwge chit: Sacubinil 972
yrp sacubiril -'t..l'rru Tan newrt hyddra).
- Thinh phiin th duge: Cellulose vitioh thé, L-HPC, crospoviden, silic dioxyd kee
khan, 1ale, magmesi stearat, HPMC, PEG, titan diosyd, oxyd sit do.
DANG BAOCHE
- Viénnén bao phim
- Méa: Vignnénhinh oval, bao phim miu hong. hai mdt 1oi.
CHIDINN
- USIPO dirore chi dinh tromg diéu tri suy tim man tinh ¢6 tri¢u chimg véi giam phin
susit thng mau.
LIEUDUNG, CACHDUNG
Lidusiing
- Lieu khei diu khuyén cao 14 | \.:cn LISIPO Ii}(i\ 2 lan/ngdy, ngoa:trutﬁc trumg
hop duoe de cip duoi diy, Nén tang dip 101 Tidu sau 2 -4 win cho dén lidu mue tidu 1
| vién USIPO 200 % 2 Landngéy. tu} tin,\niunp, nap cuxbénhnhin,
- Neubénhnhin gip phai cdc van dé vé khanang dutg nap [hu\ 1 dp tam thu [SBP)
<95 mmHg, giam huyat 4p cd Ineu chumg, ting kali I\u}e: roi boan chuse nang thin),
nén dicu chinh cie fhude ding ddng thed, G thid giam lidu hede ngumg dimg USIPO.
- Trong nghién eiu PARADIGM-HF, sacubitril/valsartan duge dimg cing vai cic
hel. phip diéu 10 suy tim Klide, thay the cho thube de chié men chuyén {:\("! i) hode
thude chen thu thé angitotensin [1 (4 \RBI Kinh n,,hu;m b0 han ché iréa "]“mb_- qu
nhin hién Lh.mg ditng ACFi hoe ARB hofie ding lidu thap efc thude ndy. Vi vy nén
Khar dau va lidu 1y ién USIPO 505 2 [an/ngay vi ting lieu cham (gip 461 lieu sau 3 —4
tuan} nnhu’ng bénh nhin trén.
- Khong nén bitdiu diéu 1 & nhimg bénhnhin cd néng 4o Lah trong huyet thanh >
5. Ammold hode SBP< 100 mmHg. Nén xem xé bt ddu vai lidu | vien USIPO 30 x 2
lan/ngdy cho cie bénh nhined SBP > 100 dén 110 mmHg.
= Khing nén diing dong thai USIPO voi ACE hode ARB. Do nguy co phi mach
tiem an khi su dung chung voi ACEL khimg duore ding USIPO trong it nhat 36 gio sau
khingimg ding ACEi.
Newword can tal
- Lieuding phai phi hop vai ehire néng thiin & bénh nhin cao tuai,
Suythan
- Khéng cin diéu chinh liéu & bénh nhin suy thin nhe (d6 lge cau than wée tinh
[eGFR] 60 - 90ml/phit/1, 73 m'). Mén xem xét dimg liéu khai dédu 1 vign USIPO 50x2
lin/ngdy druhimg bénh nhin suy than trung binh (eGFR 30 - 60 ml/phat/ 1,73 m'). Vi
di ligy lam sing con han che o ﬂ]um;. bénh nhiin suy thin nding (eGFR < 30
mb/phit/ 1,73 m). nén thin trong khi dimg USIPO va bat diu vai licu Kluyen cao |
vién LISIPO 30 x 2 Ian}’um} Khéng ed kinh nghiém trén bénh nhin suy than giai doan
cudl vikhing khuyén edo dimg USIPO &nhimg bénh nhin niy.
Nudy pran - -
- Khong can dieu chinh liea khi dng USIPO ¢ nhimg bénh nhin suy gan nhe (phin
loai Child-Pugh A ). Dir ligu lam sing cin han ché ¢nhing bénh nhin suy gan mure dé
trung binh (phin loai Child-Pugh B hodic ¢6 gid tri AST/ALT cao hom hai lin gied han
trén gd try bink thiréimg. Nén thén trong khi ditng USIPO anhimg bénh nhin ndy vibit
dinven licu khuyen efo | vién USIPO 30 5 2 lan/ngdy. Chong chi dinh ding USIPO o
nhwimg bénh nhin suy gan nghiém trong, xe wan mél hode o maf (phin loai Child-Pugh
C).
Bénhnii
- Tinham toin vi higu quacin USIPO ortré em vi thanh thicu nién duedi 18 i chira
duoe thié p, Khing ¢6 sin dit lidu,
Cileh diing .
- Cathéuong USIPO cing hofie khdng elng vai thire &n, Nudt nguyén vidn vii mit
Iy urove,
- Néu mit Lin quin ding thuoe, h‘I\ diing Fiéu ke tiep vao thi diem nlue ké hogel,
Khéng uong lidu gip déi dé bir cho licu da quén. Khang nén chia nha hofic nghien ndt
vignthuoe, [ !
= Khang ¢d yéucaudac bift vé xir ¥ thuoe sau khi ding.
CHONGCHiDINH : ) ) ]
- Bénbnliin man cam vor host chat hodic vai kat ky thinh phan nio eia thude.
- Dimg dbng thot i ACEL USIPO khang duoe dimg eho dén 36 gia sau khi ngimng
digutn hdng ACEL
- Tidm sir phi mach dd biét lién quan dén viée didu i bang ACEI haic ARB triric
diy.
- Phimgchditruyén hode vocian,
- Sirdung dong then v cde thude chira aliskiren & bénh ohin dai thito duonge hodc
hénhnhin suy than (eGFR =60
mi/phuit/ 1,73 m’).
- Suygan nghigm frong, xo gan mit hode i mat,
- Bathing gitraviicudithaiky
CANHBAO VA THANTRONG KHIDUNG THUOC
U chékép hi renin-angiotensin-aldosteron (RAAS)
- Phai hop pita sacubitril/valsarian vii ACED b elidng chi dinh do sie gin ldng nguy
co phi mach. Khm:g duoe bat dau ding sacubitrilivalsartan cho dén 36 gia sau khi
ding liéu cuoi cang coa ACEIL Neéu ngung diéu tn Voi sacubitril/valsartan, ACE
khong duoc bit dau cho dén 36 giv sau khi ding lidu cudi cing cua
sacubitril/valsarian.
- Khing khuyén cio két hap giira sacubitril/valsartan voi thude i ché true tigp
renin nihur aliskiren. Chang chi dinh keét hop sacubitril valsartan vai cac thude chira
aliskiren & bénh nhin dai thio duang hodc bénh nhin suy thin (eGFR < 60
ml/phit!1.73m’). _
- USIPO chira valsartan, vi viy khing nén ding chung véri ede thube chin ARB
ke,
Ha Illl}'érlin_
- Khdng nén bt diu diéu ) trirkhi SBP > 100 mmHg. Nhimg bénh nhin voi SBP <
1 U{ImmH; chira duge nghién ciru. Cle truang hop ha huyet ap cd tridu chimg di duoce
bae gio o nhing bénh bin digu tn vor sacubitril/valsarian trong cdc nghién clru L
sing, dic bictvei nhimg benhnhin > 63 tuoi, benh nhan suy than v bénh nhin ed SBP
< 112 mmllg). Khi hit dio diéu tri hode trong khi didu chinh licu
Msartan, nén theo doi huyél dp tamg xuyn. Néu xay m tinh trang ha
huyét ap, m.n tium Lhird giim I:r.u hode ngung sie dun; sacubitril/valsartan, Nén xem xet
didu chinh liéu ede thude lei tiéu, thude ha huyét dp dimg t:lmnqI v diu tn cde nguyén
nhdn gy ra ha huyétdip khie (nliubmm the tich mdu), Ha huyctdped nhidu kha ning
Ay rithom niu bénh nfin by giam the tieh vi du nbu do Liégu phip loi tiéu, ché dd dn han
ché muoi, tiéu chay hoede ndn 61, Lu(m|, nairi vt hode sur giam th tich nén duoe dicu
chinh trude khi bar daw diéu 1ri voi sacubitil/valsartan, tuy shién hanh dong dicu
chinh phai duoc einnhic cdnthin trude nguy co quita the tich.
Suy giam chire nding thin
- Panh gid bénh nhin suy tim lwbn bao gdm dinh gid clhiire ning thin, Bénh nhin suy
thiin nhe v trung binh e nhidu nguy coha huyétdp hom, Dir lidu1am sang cén han che
& nhimyg bénh nhin suy thin ning (eGFR < 30 ml/phit'l,73 m) vi nhime bénh nhin
iy ¢ nguy cahahuyé dp cao nhit. Khong ed kinh nehiém & bénh nhin suy thin giai
doan euoi vi khong khuyen cdo ding sacubitril/valsarian ¢nhimg bénhnlin niy.

my, vilsartan 102.8 mg redindf dang phirc

Cluire niing thiin xiin di
- Sirdung sacubitrl/valsartan ¢é thé 1am chire nang thin xéu di. Nguy co co the gia
tiang khi mat nuae hodc sir dung dong thin val cde NSAID, Nén xem xél giam lidu o
cde bénh nhin ed s suy gidm chire nding than déng kétrén lim sang.

Ting kali huyét
- Khdng nén bat diw didu 1ri néu nunh a6 kali trong huyet thanh > $.4 mmold, Sir
dung sacubitrilivalsartan ¢o thé 12m gin 1@ng nguy co téng kali huyér, miic di by kali
huyet eling eo the Xy 1. Nén kiem sodt nong 40 kali trong huyet thanh dic mét o
nhimg bénh nhin cé nguy co nhu suy thin, Li:i: thiao duong hofic gidm aldosteron hodc
dang in ché ddnhidukali hodc dang dung thude dai khiing nnucmlcnmc oid. Néu bénh
nhin frai qua tinh trang ting k1l1 huyél ding ke trén Iim sing, cén ditu chinh lidu che
thude ding chung. hode giam liew tam thit hode ngumg diing thude. Neunong dd kali
trong hu)ct thanh =54 mmol/l nén xem xét npimg dieu tn.

Phitmach :

- Phimach da diroe bao cdo ornhimyg bénh nhin dieutn voi sacubitril/valsartan, Neu

phit uw.h xay ra, nén ngung ding a.’lCllb!]IlLl"\ atsman ngay lip e elng nhy ¢é bién
phip didu 11 vi theo dai thich hop cho dén khi ede diu hidu vi triéu chimg duge giai
quyet hoan todn. I\Iwn;, duqe dimg 11 thude, Trang tnrimy hop phit mach dinoe xée
nliin v noi sung chi glm han & mat vl mdi, tinh irqng nhin Lhun;, s€ khoi mi thmb
can diéu tr1, mic di thube khang histamin ci the hiru ich trong viée lam pidm cde triéu
chir

- H%u mach kéthop véi phinthanh quan eo thé iy tirvong. Khi phit hao gom ca lud,

thanh mén hode thanh quén cd the gay tde nghén duimg tho, Ligu phap dicu m thich
hop nhur dung dich adrenalin lmg/Iml (0.3 - 0.3 mi), hodc cdc bién phip cin thict dé
dim bio duong the thbng thodng nén duge sirdung ngay ap ue.

- Bénh nhin tmg ¢ tién s phd mach chua duge nghién ¢y, Do cb nguy ¢o phﬁ
mipch cao hom, cin than trong khi ding sacubitril/valsartan o nh\m;_. benh nhin nay.

Chéng chi dinh ding saeubimilivalsartan é nhimg bénh nhin ¢6 tién sir phu mach lién
quan dén vide didwin voi ARB hodic ACE tnrde d6, by phitmpch do di truyén hoje v
cin,

- Beénhnhan da den ¢é npuy co phi mach cao hom,

BEnh nldn hep ding mgeh thin
= Sacubitrilivalsartan ¢d the lam tang uremiu va nong dereatinintrong huy &tthanh
a nhimg bénh nhin hep déng mach thin mét bén hoae bai bén, Can thin trong o bénh
nhiin hepdéng mach thin v khuycén cio theo dii chire ning thin,

Bénlinbdn phin logi chire ning NYHAAG IV
- Cin thin trang khi ba ddu sscubiilvalsartan & bénh nhin phin loai chire nang
NYHA dd 1V do s thiéa kinhnghiém lm sing drnhdm bénh nhin niy.

Peptid lod niéu natri upt BIBRNP)

-+ BNP l.hnm. phai 1 diu an sinh hoc thich hap cho suy tim & bénh nhin didutn vor
sacubitril/valsartan do BNP 1 chit nén cua nieprilysin,

Bénh nhin sy gan
- Die b dim sng cdn han ché o nhimg bénhi nhin suy gan inde 4ot ung binh (phin
logt Child-Pugh B) hoae ¢d gid trs AST/ALT cao hem hat lan b:m T wén e binh
thuromg. O nhimg bénh nhin ndy, sir phoi nhiém cd the gia ting v tinh an toin chira
duge thiét ip. Vi vily eén thin trong khi ding USIPO anhimg bénh nhin trén, Chéng
chi dinh sacubitnl/valsartan & nhimg bénh nhin suy gan nghiém trong, o gan mat
hoiic u mat (phln laai Child-PughC)),

Rii Im,m tim thin
- Cie bién eb tam than nhu 20 wide, hoang tuimg vitrai loan gide ngu trong bi canh
tinh trang loan thin c6 lign quan dén sacubitril/valsartan. Néu bénh nhin trai qua cée
bién co nburviy, nén xem xét ngung sirdung sacubiiril/valsarian.

SUDUNGTHUOC CHOPHUND COTHAIVA CHO CONBU
Sirdyng thude cho plm nired thai

Khéng khuyéncio si dung sacubitrilivalsartan trong ba thing ddu thai kv vi chéng
chi dinh sacubitril/valsartan trong ba thing gira vicuo thai ky,

Vidsartan

Bang chimg dlchie hoc lien quan dénmnguy co iy quii thai sau khi phoi nhiém voi
e ACE trong suct ba thdng dduthal kv chua duee ket ludn. luy nhién, khong the ]o;n
trurser gia tang o nguy o Tromg khi khing c6 dit lidu dich t8hoe dwoe kidm seatvé
nguy corciin ARB, ede nguy co tirong tr ed the ton tai & nhom thube nay Trir khi viée
tiep tue didu tr vai ARB duow xem I can thié, nhLm;, bénh nhin ¢d ké hoach mang
thai nén thay doi sang bién phip diéu in ving huydt dp thay thé ed di lidu an toan di
duoe thiet 1dp khi sir dung trong thai ky. Khi-duoe chin dedn mang thai, nén ngung
dieu trjvioi ARBngay lap tucva rmu rhnchhcpnm bat dau liéu ph:&p thay the. Viéephai
nhiém vai ARB trong ba thimg gura n cudi thai ky duge biét pdy doc cho thai nhi
{giam chire niing than, thidu i, chim cot hoa so) va doe tinh o ire so sinh (suy thin, ha
Tuyétip, ting kali huyét),

Neuw phai nhiém ver ARB ¢ xay i tiba thing giim thai ky, nén siéu dm kidm tra
Ui v hap so. Tré nhi nhi ed me 33 ding ARB nén duec theo dii can than tinli trang
hahuyetdp,

Sacubitril

Khong e dir lidw trong vide sa dung sacubitril & phu nir eé thad. Ce nghién ciu
tén dgng viit vii sacubitril/valsartan cho thiy déc tinh trén hé sinh san,

Sirdung thude cho phunircho con bi

Khdng biét liéw sacubitril/valsarian cd dudic bii riét qua sia mig & nguan hay Khing,
Céic thanh phin trong USIPO, sacubitrl vi valsartan dige B it qua sita & chudt. Do
nguy cored the m\ ra e phan imyg khéng mong mudn o tré so sinh/tré nhil nhi dang bia
me, khimg khu}en cio sir dyng sacubitril/valsartan trong khi nudi con bing st me.
Can dua ra quyét dinh cd nén nging ¢ho con ba hogic ngung dimg US
gan nui con bang siia e, ¢ tinh den 1 quan frong cia sacubilg
nguoime,

ANIT IILUVG cuA TIiL’OC LEN KHA NANG LAI
MOC
f

= Sacabitril/valsartan c6 anh hwémg nho dén kha nang lay
Cén chi ' doi 16e ¢6 thé bi I.hOGII‘lg ving hoac mét moi ki dj
sir dung mfl\ mée.
TUONG TAC, TUONG KY CUATHUOC
Tuong tic cia lhlmn

Cide s tiie diin dén chingchidinh

Thiictic ché ACE -
- Ching chi dinh sirdung dong thai sacubitil/valsartan voi AC
theri neprilysin ENEP: vit ACEI e thé gy ra phi mach. Sacubit
duge hat dau cho dén 36 giersay khi ding. ligu cudi eimg cia ACE
ACEi ciing khong duge bit dau cho dén 36 gio sau khi ding lieu cuol cling cia
sacubitrilvalsartan.

Aliskiren

- Vige sir dung ¢I{m5. thai sacubitril/valsartan vai ede thuoe chim alig! u;_‘
chi dinh & cic binh nhin ddi thao dutmg hode suy Iiullte{_ul-l-{ 60 mif @ ). G

AMDOC

Khéng khuyén khich két hop sacubitriliv alsartan vai thude e ehé trye tig ||1 hu
liskiren, Phéihan bitril/valsartan v aliskiren eb kha nang L %"A
tie dung khong momg muon gap phai nhur ha huyet dp, tang kali h

chue nang thin !bao_;.um casuy thaneap).

Cle tionyg tac dian dén vige kidng Hn.uw: ci pirm hop
- Sacubitdlivalsartan chira valsartan, vi vity khéng khuyén cdo phoi hop vai cic
thubechia ARBkhic.

Ciic tueng tdc yéu ciu thiinerong

Ceic ehatnen OATPIBI va QATPI B3 nhar céic starin
- Dir lidu in viro chi ra sacubitnl (e ché cic chit vin chuyé en OAT
OATPIB3. Do dd USIPO c6 thé lam gia tiing si phoi nhiém todn than el che chit ié
OATPIR] vh OATPIBI nhw edc sttin. Sir dung déng thei sacubitrilAvalsartan lam
tang Cmax cia atorvastatin v chit chuyén hda eia nd én gip 2 1in vi AUC 1én pap
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fsu dung dong thm sacubitril/valsartan voi ¢de

gbl’.ﬂ?m [l'mng quan sat ﬂm)?m:g téc ¢d lién quan vé mat lim sing khi ding chung

sncubilril/valsanan vi simvastatin,

Cieelur I.i\“ch{'PDFffmogrfmnhMmﬁI
- Vide bd sung mat lidu don sildenafil vio sacubiirilvalsartan & teang thii én dinh
déi viri nhimg bénh nhin ting huyé &t 4p c6 lién quan nhidu hurl diing ké dén tinh trang
hia lauyé dp so vl vige chi dungsacuhlh‘lh’\ alsartan. Vivay cin thin trong khi bat ddu
dimg sildenafil hodc ¢ic chat e che PDES khic @ nhimg bénh nhin dang diéu try v
sacubitril/valsaran,

Kali
- Sir dung déng thai voi thude i ticu giir kali (triamteren, amilorid), thuce doi
klliﬂ}_. mineralcorticoid (nhur spironalacton, eplerenan), chilt ba sung kali. chat thay
thé mudi chir kali hode cic tic nhin khic (nhe heparin) e thié dan dm tang nong do
kali vi creatinin trong huyé thanh. Cin theo dai ndng d6 kali trong huyét thanh khi sir
dyng dong i sacubitril/valsarian voi ede tienhin trén,

Thucie khdng viém khong steroid (NSAID). bao gom ede chdt e ché co ehan e

cyeloonygenase-2 (COX-2) ]
o nhs.m;, beénh nhén lon woi, bénh nhin giam the tich (bao gom ea nhing ngui
didu tri vai thude loi tiéw), hode bénh nhin ¢o clige u:.‘im, thin bi tén had, viée ket hop
sacubitil/valsartan v che NSAID c6 thé dan dén su gia tang nguy co b chite ning
thin xau di, Vi vy nén theo ddi chire nang thin khi bt diu hodce didu chinh su dicutn o
bénh nhin ding dong thi sacubiteilival sartan vad cde NSAID.

Lithi
- Dicdbioctovésy L.m ting dije tinh v lwng o lighi trong huyét thanh ¢ 1hé ddo
ngurorc khi phéi hop lithi vei ACET hode thude d6i khing thuthé angictensin [T bao gom
sacubitril/valsartan, Vi vy khdng khuvén cho sur dum. phidi hop ndy. Néu su két hop
e chimg minh 1 can thiet, ciin theo dii edn thin nong db Tithi trong huyé thanh.
Neu thude loi liéu eiing duoe sirdung, nguy co dbe tinh lithi ¢6 thé cao hom,

Furosemiil
- Sudung dong thoi sacubitrilivalsadtan va furosemid khang Jdm anh hudmg dén
duqc dong hoc cua 5 cubitril/valsartan nhumg lim giam Cmax vaAUC cua furosemid
liin |1m1 Khodmg 50% va 28%. Trong khi khéng c6 thay déi nde lién quan deén thé tich
nuede tidu, su bAi et cua narri qua nuoe Héu dl vidm trong 4 giovh 24 gior sau khi su
dyng dau; |ho1 Ligu furasemid trung hinh hang ngdy khéng thay ddi tir mice ban diu
cho dén khi két thiic nghién ciu PARADIGM-HF & nhimg bénh nhidn diéu 1 vei
sacubitrilivalsartan,

Cdcmisat nhiemitraglvcerin.

- Khéng co twomg tic thude — thude ndo gilia sacubitrilivalsartan vor nitroglyeerin
ding ducrn;, liém tinh mach b lién quan tod ha huyét dp. Su dung dong thii
nitroglycerin va sacubitril/valsartan ¢6 lign quan dén swkhéc bi & vé nhip tim khi diéu
tri 1 5 bpm khi so sénh vei viée chu d.LLnL nitroglveerin. Anh huang tuang meh:p
tim d dirore quan sit thiy khi dimg ddng thin :.acuh;:nlﬁ‘alwt.m v miltrat ogdm dudi
lurdr, duimg uding hode qun dn. Nhin chung khong cdn thiét phii didu chinh liéu,

Charr m'rrchrr;!'r: QTAPv: MRP2

Chi1 chuyén hoa o6 hoat tinh ciin sacubiiril (LBQG37) vi valsartan 1 chit nén cia
OATPIBI, OATPIB3, OAT| vi OAT3: valsartan cding I chit nén cia MRP2. Viviy
vige sir dyung dong thin sacubitril/valsartan vii cde chat irc ché OATPIB1, OATP1B3,
OATS (nhu rifwmpicin, ciclosperin, QAT (nhw tenofovir, cidofovir) hode MRPZ
(nhirritonavir) o6 the lam gia tang su phai nhiém vai LBQGST vi valsatan. Ciin thin
trong khi bit diu hoje keét thie diu tri két hap voi nhimg thude nh trén,

Lf;{.rmmm
- Sirdung dany thii sacubitrilAvalsartan véd metformin lm gidm ca Crax v AUC
edn netformin khodng 23%. Clura o3 syr lién quan cia nhl'mg phat hign nay teén lim
siing, Do 46 khi bit diw didu i voi sacubieilAalsaran & ahimg bénh nhin d:mL dimg
metformin, néndinh gidtinh trang 1im sang cia bénh nhin,

Toromyg tde kg ding hé ] ;

- Khong gquan sit thay trong tic thuoc-thuce cd § nghia 1Sm sing khi
sacubitril/valsartan duge két hop vai digoxin, warfarin, hydroclorothiazid. amlodipin,
omeprazol, carvedilol hode dang két hop ciialey onorgestrel/ethinyl esiradiol

Twomg ky ciia thuiie N

o khéng e6 cie nghién eiru vé tinh tuong ky cia thuée, khing trdn Hin thude niy
vin cie thude khde,

TACDUNG KHONG MONG MUON CUATHUOC
- Tomtitdiligu an twin ) )

Clic tac dung khing mong muon thuang gap nhdt droe bio cio khi didu oj vid
sacubitril/valsartan bao gom ha buyet dp (17,6%), tany kali buyét(11,6%) vi suy than
(10,1%). Phis mach duoe bao cdo o nhimg bénh nhan didu tri vai speubiirilivalsartan
10,5%)

Cie phin img bit lyi _ R
= Cée phan img bat lol duoe phin ohaim theo hé thong co quan va theo tan suat: Rit
thirome pap (ADR = 1/10), thuemg gip (1/100 <ADR < 1/10). it gap (1/1000 <ADR <
1 IlJﬂl. hm'n gap (/10000 <ADR < TFIU{PL'I.) rit hidgm eap (ADR < [/10000) va L]mng
£ ther sudt {khﬁn;_ urire tinh duroe tir dir lidu sin cd).

- Trong mai nhim tan 5ua1 ehe phan g bat loi duoc trinh bay theo su giam din
e do nghiém trong i
Rt toan fié ran mdua it el hieyée
+Thudmg pip: thidumdu.
Rt logns hrmlm dich

+ [t ghip: min L‘am\mllluuc
R loan dink diwing va chuyén héa

+ Rt thurtmg g3p: ting kali huyér
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Rii Tergen W@ tivan Kinh
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+Thurimge giip: chong mat.
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+ Rt thuomg pip: bahuyétdp.

+Thwing aip; hnhum p turthé,

Réstloan hi hé hitp, ling ngwe v rramg thite
+Thurony gip: ho.
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+ fl:g&p nigtra. phidt ban, phi mach.

Roidoar thin vidié 60t nigu

+ Rt tharimg gdip: suy giam chire nang than,
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QUALIEUVACACH XU TRI

- Dit liéu lién guan dén qui lidu & nguei con han ché Mat licu dom 583 mg
sacubitril/617 mg valsartan va ding da liea 437 my sacubitril/d63 mg valsaran (14
ey | i duoe nghién e trén cde dm tugng khoe manh vi cho thay 5\rd1.|1lg ap tot,

- Hahuyétap iy chimg qué iy o8 the aay ranhit dosie dong Kim giam huyet ip
cua sacubitril/valsurtan, Neén thue hign dicu i triéu chimyg,

Sacubitril/valsartan Khidng (hé duge loai ba hang loc mdu do s¢ gan kétcao vl
pretenn,

PACTINHDUQC LUC HOC
Nhiim dm 1¥: Téc nhin hoat doru, trén hé thong renin-angiotensin: thude chen thy
thé angiotensin IL{ARBY); cdc phdi hop khic.
MAATC: COODX04
Corehé tic dung:
- Sacubitril/valsartan thé hién co ché hogt dong ciia chat te ché neprilysin vi thy thé
angiotensin bang viée wc ché ding thai neprilysin (endopeptidase trung tinh, '\Ef‘)
thing qua LBQ(::- chit eluyén hdaco hoat tinh cia tidn chit sacubitril, vi bang viéc
ngin chiin thu thé angiotensin 1 Loai | (AT1) théng qua valsartan. Loi fch tim mach bd
suny cioa sacubitril/valsartan trén bénh nha.nsu_', tim la do sy ting ciromg cua cde peptid
bi thotii gidng boi neprilysin, nhu peptid lof nigu natet (NF), boi LBQO37 vi su e ché
ding thivi hicu qua ciia angiotensin 1 bé valsartan, Cac NP phit huy 1de dung bing
cdeh kich hoat ede thy the bar ciip guanylyl cyclase gén trén ming, dan dén Surgia ting
nong A ehit truyén tin the hai guanosin rnnnophc\sph.u vong (eGMP), tir d6 ¢d the
din mach, lm niéu va Ling: dao tha nard qua mrere tieu, tang do loe ciu tiwn va lru
lwomg miu dén thin, ire che giai phang renin vi aldosteron, giam hoat déng giao cam,
tic dong chéng phi dai va chong xo hog,
- Valsartan irc ché tic ding e hiai trén tim mach vi thin eias angictensin 1 bang edch
chen thu the AT1, cling ohu ngin chian sy phing thich nido»lcrﬁu phu thube
angiotensin 1. Dieu ndy ngdn cin sy hoat hoa bén vimg cia hé théng renin-
angiotensin-aldosteron dan dén co mach, giir natri vivchat long o than, kich hoat s
pht trién va tng sinh 1é bao, ciing nhurtai ciu tric tim mach khdng thich hop tiép sau
di,
DAC TINH DUGC DONG HOC
- Valsartan ¢ trong sacubitril/valsartan ¢6 sinh kha dung cao hon valsartan trong
che cong thire vidn nén duge bin wén thi teemg, 26 mg, 51 mg vi 103 mg valsartan
trong sacubitril/valsanian |dn ept weong duong vod 40 mg, 80 mg va 160 mg valsaitan
trong LEIC‘.UHL thire vién nén duoe ban trén by triedme
Hdp thu
Sau khi udng, sacibitril valsartan tich ra thinh valsartan v tién chit sacubitril.
Sacubitril tigp tue duge chuyén hoa thinh chit chuyén hoa ¢ hoat tinh LBQGS 7.Cle
chiit ndy dat ndng db dinh trong huyét treng lin wot trong 2 2gia | giorvh 2 gion. Sinh
kha dung duomg uong cua sacubitril va valsartan ducre woe tinh lin liren Tom 60% vk
23%,
= Sau khi ding sacubitrilfvalsartan 2 lan/ngdy, nong 46 o trang thii én dinh cua
sncubitril, LBQ657 va valsartan dat duoe sau 3 ngay, Tai trang thii én dinh, Sacubitril
vit valsartan tieh liy khang ddng ke, trong khi LBQG57 tich Gy gidp 1,6 Lin. Diing
chung véi thirc 8n khéng e dnh huong ding ke teén 1dm sing doi vl s phot nlidm
tedn thiln cia sacubitril, LBQ657 v valsartan. Sacubittl/valsartan ¢6 the ding cing
hofic L‘hﬁng ciing vt thire an,
Phin b
- Sacubitril, LBQ637 vi valsartan gdin ket cao vl protein huyet tuong (94 -97%),
Dyra trén so sénh sy phot nhidm trong huyét tuong va dich nio tuy, LBOG6ST vugt qua
Jm;:c hing rdo miu nfio vid mure di gied han (0,28%). Thétich phin hotrun; binh bicu
kmuu,ummrlan v sacubitril lin lugt 13 75 it va 103l
Chuyén Ilrfia sinh hoc
- Sacubitril d2 ding durgre chuyén héa thinh LBQ657 boi L:ubm) lesterase 1bva lc.
LBO63T khng duae chuyén héa thém & mitmire di ding ké. Valsartan duge \I'ILl\rt‘I\
hda rit it vi chi khodng 20% lidu dimg duoe phuc hdi dudi dang chal. chuyén héa, Mo
chit chuyén hoa hydroxy! eda valsaran drre xde dimb trong huy étramg vai néng d
thip (= 10%)
= Visuchuyén héa cia sacubitril vi valsartan qua trung gian enzyim CY P30 1 i
thiéu, viée s dung dong thai v cie thude tic dong lén enzym CYP330 khang K
anh hurang den duoe déng hoe.
- Cde nghién ciru chuyén héa in vitro chita rang kha ning tuong tic thude dua trén
CYP450 1i thap do sy chuyén hda gict han cua sacubitril/valsartan qua enzyin
CYP450. Sacubitril/valsartan khéng cam img hode img ché enaym CYP450,
Thai trir
- Sau khi uong. 32 - 68% sacubitril (chu yéu & Ll:mg LB(}GJ;] vit khodng 13%
valsartan cling chit chuyén héa duge dho thai qua nurde tiew, 37— 38% sacubitril (chu
veu o dang LBOE5T) vi 86% valsartan clmg chat chuven hoa n!u gcdaothai qua pi:ﬂn
- Sacubitril, LBQ65T virvalsartan diroe dio thai tiz huyét twong vai thot gian bin
thai trung binh (T4 1an qut sapxi L A3 gicr 11 48 girva 9.90 gidr.
Tuyén tinh/ khing tuven tink
s Dll‘(ﬂ: dang hoc cia sacubitril, LBQG57 vAvalsanan xap xi tuy éntinh trong khoing
lidu sncubitril/valsartan tir 24 mg sacubitril/26 ma valsanan dén 97 mg sacubitil/103
mg valsartan.
Duwor ding hoe trén ede dol tugng die bidt
Ngaeid liim tooi 4
- Sy phoi nhiém cua LBQG37 vit valsartan ting 1én & cde doi twong trén 63 tudi lin
lugtamire 42% va 30% khi so sanh voi cae doi trrong tré hom.
Suy pidm chree ndng thin
- D quan st thy sy teang quan gites suy eiam chire ndng thin va su phoi nhiém
todn thin cua LBOOST @ bénh nhiin suy than mirc do nhe dén nang. S\r phai nhigm
LBO63T ¢ bénh nhin suy thin mie 36 trung binh (30 mphay],73 m’ < eGFR = ~ 6l
mla‘phut” 73 m) vamue do nang | 13 mlfphat/], 73 1m" < eGFR < 30 ml/phit/1,73 m J
gip 1,4vA 2,2 lan khi so sdnh vei nhimg bénh nhan suy than nhe (60 mifphiy' .73 m
eGFR < 50 mliphit/1.73 m _I nhém bénh nhin lon nhit tham giaa nghién e
PARADIGM-HF). Su phr nhidm v valsartan wrang tur ¢ bénh nhin suy thin trung
binh va ndng khi so sdnh voi bénh nhin suy than nhe. Khang ¢o nghién ¢l duuc thre
hign trén bénh nhan dang loe mau, Tuy nhién LBQ637 va vasartan y’m két eao véi
protein huyét tromg vavi vy khéng the dise loai b higu quabang loe mdu,
Suy gian chic nang gan
- a nhﬂ'ns bénh 1!]1511 suy gan nhe deén trung binh, su phuu nhigm ver sacubitril ting
lan lrot 1.3 v 3.4 lin, LBQAST tang lin luot khoang 1,5 v 1.9 Lin v valsartan Ung
lin ot 1,2v1 2,1 Lin khi so sdnh véi cdc di tuong khoe manh phi hop. Tuy nhién o
nhimg bénh nlin suy gan nhe dén trung binh, ndng dé tdo cin LBO657 tang lin lirgt
1,47 va 3,08 lan, nong 4o tr do coa valsarian tang Ién lugt 1,90 va 2730 1in khi so sdnh
vai cde doi twomg khoe manh phi hop. Sacubitril/valsartan khéng duoe nghién ciu o
nhirmg bénh nhin suy gan nghiém trong, xogan mat hode umat,
Anh hoong ena gidgi tinh
Duge déng hoe cia sacubitril/valsartan {sacubitril, LBO657 va valsartan) 13 tuomg
tirnhau gitra ede dbi tuomg nam va nir.,
QUYCACHBONG GOI
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