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TGO HUONG DAN SU DUNG THUOC

Rx Savurio 50

Dé xa tim tay tré em
Pgc ki hiedng din siv dung triede khi ding
Thude nay chi dimg theo don thudc

THANH PHAN CONG THUC THUOC

(Cho 1 vién nén bao phim Savurio 50)

Thanh phin duge chit:
Sacubitril/Valsartan........ecevevemecreeeenee. 24,3 mgf25,7 mg
(dwi dang mudi phirc hop sacubitril valsartan sodium
56,551 mg}

Thanh phin ti duge:

Cellulose, microcrystalline MI101; low-subtituted
hydroxypropyl cellulose; crospovidone (type A); silica,
colloidal anhydrous; talc; magnesium stearate;
hypromellose 6 cps; macrogols 6000; titanium dioxide.

DANG BAO CHE

Vién nén bao phim

MO TA SAN PHAM

Vién nén ovan, bao phim man n'éng, mdt mit khum khic
SVP, mot mat khum tron, canh va thanh vién lanh 13n.

CHI PINH
Savurio 50 duge chi dinh & ngudi Ién dé diéu tri suy tim
man tinh ¢d wiéu chimg kém phéin sudt tong mau giam,

LIEU DUNG, CACH DUNG

Liéu diing

Lidu khai diu khuyén cdo 12 2 vién Savurio 50 x 2
lAn/ngay, ngoai trir chc trudmg hop duge néu bén dudi.
Nén ting liéu gip doi sau 2 - 4 wén d& dat lidu dich 1
vién sacubitril/valsartan 97 mg/103 mg (4 vién Savurio
50) x 2 lan/ngay, néu bénh nhan c6 thé dung nap.

Néu bénh nhin ¢6 céc van dé vé dung nap thude (huyét
ap tam thu (SBP — Systolic blood pressure) <95 mmHg,
ha huyét 4p triéu chimg, ting kali méu, suy gidm chirc
ning thin), cAn diéu chinh lidu cua cac thudc sir dung
dding thei, gidm lidu tam thei hodc ngung ding phdi hop
sacubitril/valsartan.

Trong nghién ciu PARADIGM-HF, phdi hop
sacubitril/valsartan duge sir dung déng thoi véi cde ligu
phap didu tri suy tim khéc thay cho viéc str dung mdt
thudc e ché enzyme chuyén angiotensin (ACE -
Angiotensin converting enzyme) hoiic mit thudc chen
thy thé angiotensin 11 (ARB — Angiotensin 1l receptor
blocker) khac. Do kinh nghiém cdn han ché wén nhimg
bénh nhén hién tai khéng ding hojic dang ding lidu thip
cac thube e ché ACE hofic thude ARB, nén ding lidu
khoi ddu sacubitril/valsartan 24 mg/26 mg (I vién
Savurio 50) x 2 lin/ngdy va ting lidu cham (gdp déi lidu
sau mdi 3 —4 tudn) & nhimg bénh nhén ndy.

Khong nén bit dau diéu trj & nhitng bénh nhén ¢6 nong
6 kali huyét thanh > 54 mmol/lit hogic SBP < 100
mmHg. Can nhic ding liu khoi dAu sacubitril/valsartan

24 mg/26 mg x 2 lan/ngay & nhimg bénh nhén c6 SBP >
100 dén 110 mmHg.

Khéng nén sir dung dong thoi Savurio 50 voi thube trc
ché ACE ho#ic ARB. Do nguy co phit mach khi sir dung
ddng thoi voi thue e ché ACE, dimg Savurio 50 sau it
nhét 36 gitr ké tir khi ngumg diing thuée tre ché ACE.
Valsartan trong phdi hop sacubitril/valsartan c6 sinh kha
dung cao hon so véi valsartan trong céc cong thirc vién
nén khéc.

Pdi tiegng djic bidt

Ngirdi cao tudi

Liéu sir dung nén phit hop véi chirc niing thén cia bénh
nhén cao tudi.

Bénh nhdn suy than

Khong cin diéu chinh liéu & bénh nhan suy thén nhe
(eGFR (Estimated Glomerular Filtration Rate: dg loc
céu thin wbe tinh) 60 — 90 ml/phi/1,73 m?). Can nhic
str dyng lidu khéi ddu sacubitril/valsartan 24 mg/26 mg
x 2 lAn/ngay & bénh nhan suy than trung binh (eGFR 30
— 60 ml/phit/1,73 m?). Do kinh nghiém 1am sang con rét
han ché & bénh nhén suy thin ning (eGFR < 30
ml/phit/1,73 m?), nén sir dung than trong va khéi diu
vai lidu sacubitril/valsartan 24 mg/26 mg x 2 lAn/ngay.
Chura c6 kinh nghiém sir dung & bénh nhén suy thn giai
doan cudi va khdng khuyén céo sir dyng thude & nhimg
bénh nhan nay.

Bénh nhan suy gan

Khing cin  ditu chinh lign khi st dung
sacubitril/valsartan & bénh nhfn suy gan nhe (Child-
Pugh nhém A). Kinh nghiém sir dung thudic cdn han ché
& bénh nhan suy gan frung binh (Child-Pugh nhém B)
hoiic ¢6 chi s6 AST/ALT > 2 14n gii han trén clia mirc
binh thutmg (ULN — upper limit of the normal range).
Nén s dung thijn trong va khéi diu véi ligu
sacubitril/valsartan 24 mg/26 mg x 2 lan/ngay & nhitng
bénh nhan nay. Chéng chi dinh ding thudc & bénh nhan
suy gan niing, xo gan  mét hodc & mét (Child-Pugh
nhém C).

Tré em

Chura thiét 1p duge tinh an toan va higu qua khi sir dung
phéi hop sacubitril/valsartan & tré em va thiéu nién duéi
18 tudi. Chua c6 céc dir liéu ¢6 séin.

Cich diing

Thube ding dudng ubng,

Savurio 50 ¢6 thé duge sit dung kém hogie khéng kém
thire &n. Udng nguyén vién voi mdt ly nudce, khng nén
bé hodic nghién vién thude,

Néu quén dimg th udc

Nén d\‘mglhuéc vao cling mat thai didm trong ngay, Néu
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quén mdt lidu, bé qua liéu da quén va diing lidu tiép theo
nhu lich théng thuong, Khéng ding gép déi lidu dé b
liéu da quén.

CHONG CHI PINH

Qué min véi hoat chat hogc bit cir thanh phén t4 dugc
nao cia thudc.

Str dung ddng thoi véi céc thude trc ché ACE. Chi dugc
khéi dau sir dung Savurio 50 sau it nhét 36 gidr ké tir khi
ngung ding thudc irc ché ACE.

Tién sir phit mach lién quan dén cac thudc (e ché ACE
hoiic ARB trudc dé.

Phit mach di truyén hoiic vé can.

Sir dung ddng thoi véi céc thube cé chira aliskiren &
nhirng bénh nhan dai théo duomg hodic bénh nhén suy
than (eGFR < 60 ml/phat/1,73 m?).

Suy gan ning, xo gan i mét hodc r mat.
Phy nir mang thai 3 thang giira va 3 théng cudi thai ky.

CANH BAO VA THAN TRONG KHI DUNG
THUOC

Uk ché kép hé renin — angiotensin — aldosterone (RAA)
Chéng chi dinh sit dung dong thoi phdi  hop
sacubitril/valsartan va cic thude e ché ACE do lam tang
nguy co phi mach. Chi bit diu s dung
sacubitril/valsartan sau it nhit 36 gitr ké tir khi ding li¢u
cudi thube e ché ACE. Néu ngimg s dung
sacubitril/valsartan, chi bt ddu ding thudc (rc ché ACE
sau it nhit 36 giv ké tir khi ding lidn cudi
sacubitril/valsartan.

Khong khuyén céo st dung dong  thoi
sacubitril/valsartan véi céc thudc frc ché trye tiép renin
nhr aliskiren. Chéng chi  dinh  phdi  hop
sacubitril/valsartan véi cac thudc chira aliskiren & bénh
nhin déi thio duéng hogec bénh nhan suy thin (eGFR <
60 ml/phit/1,73 m?).

Savurio 50 c6 chita thanh phén valsartan, do dé khéng
sit dung ddng thsi vii cac thude khic ¢6 chita ARB.
Tut huyét 4p

Chi khéi dau diéu tri khi bénh nhan c6 SBP = 100
mmHg. Chua ¢o céc nghién ciru trén bénh nhin cé SBP
< 100 mmHg. Mot s6 trudng hep tut huyét ap trigu
chimg d2 duge ghi nhiin & nhimg bénh nhan sir dung
sacubitril/valsartan trong cac nghién ciru lim sang, diic
biét 14 bénh nhin = 65 tudi, bénh nhan co bénh than hojic
6 SBP thép (<112 mmHg). Cin theo ddi huyét ap déu
diin khi khai ddu diéu tri hoiie trong qud trinh digu chinh
liéu voi sacubitril/valsartan. Néu xay ra tinh trang tut
huyét ap, khuyén céo tam thisi gidm lidu hofic ngimg
ding thudc. Can nhic didu chinh lidu céc thude lgi tiéu,
thude diéu tr ting huyét ap sir dyng déng thoi hoic dicu

trj cdc nguyén nhén khéc giy tut huyét dp (vi dy: gidm
thé tich dich). Tut huyét p trigu chimg thudng xay ra &
nhitng bénh nhén giam thé tich dich, vi dy bénh nhén
dang sir dung thudc lgi tiéu, c6 ché 4o &n han ché muodi,
tiéu chay hofic nén. Cin didu trj tinh trang gidm natri
vi/hoiie thé tich dich trwéc khi khoi déu didu tri véi
sacubitril/valsartan, tuy nhién can tién hanh than trong
dé tranh nguy co bi qua tai djch.

Suy gidm chirc ning thin

Danh gia bénh nhan suy tim nén bao gdm dénh gié chirc
ning than. Bénh nhan suy thén vira va nhe ¢ nguy co bj
tut huyét 4p nhiéu hon. Kinh nghi¢m lim sang & nhimg
bénh nhén suy than niing (eGFR < 30 ml/phat/1,73 m?)
con rdt han ché va nhimg bénh nhén ndy c6 nguy co tut
huyét 4p cao nhét. Chua c6 kinh nghi¢m & nhiing bénh
nhin bénh thin giai doan cudi, khéng khuyén céo sir
dung phdi hop sacubitril/valsartan & nhiing bénh nhéan
nay.

Lam trdm trong thém chirc nfing thén

Sir dung sacubitril/valsartan c6 thé 1am giam chifc niing
than. Nguy co nay c6 thé ting thém khi bénh nhin mat
nude hosic sir dung déng thdi véi cac thude chong viém
khong steroid (NSAID — Non steroidal anti-
inflammatory drug). Can nhiic gidm lidu & nhimg bénh
nhén tién trién suy gidm chirc ning thin dang ké trén lam
sang,

Tang kali méu

Khéng nén khoi ddu didu trj néu ndng do kali huyét
thanh > 5,4 mmol/lit, Sir dung sacubitril/valsartan c6 thé
lam ting nguy co ting kali mau, mic da tinh trang hg
kali méau cfing c6 thé xay ra. Khuyén c4o theo ddi ndng
do kali huyét thanh, dic biét & nhimg bénh nhén ¢6 cic
yéu 10 nguy co nhu suy thin, ddi thio dudmg, gidm
aldosterone, bénh nhén ¢6 ché do #n nhidu kali hoic
dang ding cdc cht ddi khing mineralocorticoid. Néu
bénh nhn c6 déu higu tang kali mdu déng ké trén ldm
sang, khuyén céo didu chinh lidu, tam thoi gidm litu
hotic ngimg ding cac thude sir dung ddng thivi. Néu ndng
6 kali huyét thanh > 5,4 mmol/lit, cn nhéic ngimg dimg
thude.

Phtt mach

Phi mach d3 duge bio cdo & nhimg bénh nhén duge digu
tr véi sacubitril/valsartan. Néu xay ra finh trang ndy, nén
ngmg ding sacubitril/valsartan ngay 1ép tirc, thyc hign
céic bién phép diu trj thich hop va theo dai dén khi giai
quyét duoc cdc dfiu hidu va trigu chimg. Khong duge sit
dung lai thubc. Trong trudmg hop phit mach duge xéc
dinh chi x4y ra & mat v moi, tinh trang nay nhin chung
thwemg tir khoi ma khéng cin diéu tri, mic di cde thutic
antihistamine c6 thé gitp giam nhe trigu chimg.

Phit mach lién quan dén phit thanh quan c6 thé gay tr
vong. Khi phil xay ra & ving ludi, thanh mén hofic thanh
quan c6 thé gy tic nghen dudmg thé, cin dp dung kip
thi c4c bién phap diéu trj thich hop, vi du sir dung dung
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dich adrenaline 1 mg/1 ml (0,3 — 0,5 ml) va/hodc cac
bién phép cin thiét khdc dé dam bao thong thoang dwdng
thé.
Chua ¢6 cdc nghién ciru trén bénh nhan c6 tign sit phi
mach trude dé. Do nhitng bgnh nhén nay cé nguy co cao
phi  mach, cin  than trong khi st dung
sacubilril/valsartan. Chéng chi dinh sir dung phdi hop
sacubitril/valsartan & nhitmg bénh nhan di ¢ tién sir phil
mach lién quan téi thudc trc ché ACE hodc ARB hoiic
phit mach di h‘l.lyén hofic v can.
Bénh nhén da den ¢ nguy co bi phit mach cao hon.
Béuh nhan hep déng mach thin
Sacubitril/valsartan 1am ting urea mau vA ndng d6
creatinine huyét thanh & nhimg bénh nhan hep déng
mach thin hai bén hoiic mot bén. Can thin trong va theo
dai chite ning théin khi sir dung thude & nhimg bénh nhan
nay.
Bénh nhén suy tim d6 TV (NYHA)
CAn than trong khi bt dAu sir dung sacubitril/valsartan &
bénh nhén suy tim dé [V (NYHA) do kinh nghiém lam
sang con han ché & nhitmg bénh nhin nay.
Peptide natri lgi niéu tuyp B (B-type natviuretic peptide
(BNP))
BNP khdng phai 12 mét chi déu sinh hgc phi hop cho
suy tim & nhimg bénh nhén cé st dung
sacubitril/valsartan do BNP 134 mdt chdt nén cia
neprilysin.

¢n 1y gan
Kinh nghiém trén lam sang con han ché & nhimg bénh
nhén suy gan trung binh (Child-Pugh nhdm B) hodc ¢é
AST/ALT > 2 ULN. G nhimg bénh nhén nay, nong d
thuéc c6 thé ting va do an toan chua duge xdce dinh, do
dé cin than trong khi sir dung thuée. Chéng chi dinh sir
dung sacubitril/valsartan & nhimg bénh nhén suy gan
niing, xo gan & mét ho#c tr mét (Child-Pugh nhém C).
R&i loan tam than
Céc tac dung khéng mong mudn trén tim than nhu 4o
gific, hoang tiomg, rbi loan gific ngi, loan thin da duge
ghi nhan lién quan dén viéc sir dung sacubitril/valsartan.
Néu bénh nhan gip phai céc tinh trang nity, nén cin nhic
ngung dung sacubitril/valsartan.

SU DUNG THUOC CHO PHU NU CO THAI VA
CHO CON BU

Phuy nii ¢d thai

Khong khuyén cdo dimg sacubitril/valsartan trong 3
théng déu thai ky va chdng chi djnh ding thude trong 3
thang giita va 3 thing cudi thai ky.

Falsartan

Chura 6 két ludn vé cic bang chimg dich & hoe lién quan
dén nguy co qudi thai khi sir dung cdc thudc e ché ACE
trong 3 théng dau thai k¥ & phy nif mang thai, tuy nhién
khéng thé loai trir trudmg hop ¢6 sy ting nhe nguy co.
Nguy co tuong ty ¢6 thé xuat hign & nhém thude ARB

mic dii chua ¢6 céc dit Tigu dich t& hoc ¢6 ddi chimg &
nhém thudc nay. Trir trudng hop cin thiét phai sir dung
liéu phép ARB, bénh nhén dy djnh mang thai nén duge
sir dung céc thube didu trj ting huyét dp thay thé d duge
thiét 1ap div lidu an toan trong thai ky. Nén ngimg ding
ARB ngay khi x#c dinh bénh nhén mang thai, va sir dung
liéu phap didu trj thay thé néu cin. Sir dung céc thudc
ARB trong 3 théng giira va 3 thang cudi thai ky gay doc
cho bao thai (gidm chirc ndng thén, thiéu i, cham cot
héa xwong sg) va cho tré so sinh (suy thin, tut huyét 4p,
ting kali mau).

Néu sir dung céc thube ARB tir 3 théng gitta thai ky tr&
di, nén siéu am kiém tra chirc ning than va hdp sg. Tré
so sinh ¢6 me sir dung céic thuéc ARB cén dugce theo dai
chiit ché tinh trang tut huyét ap.

Sacubitril

Chua ¢6 dir liéu v& viée sir dung sacubitril & phy nir
mang thai. Cac nghién ciru trén ddng vit cho thay thude
¢6 doc tinh sinh san.

Sacubitril/Valsartan

Chua c6 dir liéu v& viée sir dung sacubitril/valsartan &
phu nif mang thai. Cdc nghién ctru trén djng viit cho thay
thudc co dde tinh sinh san.

Phu nir cho con bu

Clwra rd sacubitril/valsartan c6 tiét vao sifa me & ngudi
hay khong. M&i thanh phan sacubitril va valsartan tiét
véo sifa & chugit cho con bi. Do nguy co xay ra cic tic
dyng khéng mong muén & tré bii mg/tré so sinh, khong
khuyén cdo sir dung thudc & phu nit dang cho con bu.
Can nhic ngimg ding thubc hodc ngimg cho con b tiy
theo mirc dd quan trong cha viée sir dung
sacubitril/valsartan déi voi ngudi me.

ANH HUONG CUA THUOC LEN KHA NANG
LAl XE, VAN HANH MAY MOC
Sacubitril/valsartan &nh hwdng nhe 1€n kha néng lai xe
va van hanh may mée. Khi l4i xe hodc vén hanh méy
mdée, can chit ¥ chéng mit hofic mét méi cd thé XAy ra.

TUONG TAC, TUONG KY CUA THUOC

Tuong tdc ciia thube

Cic tirong tic din @én ching chi dinh siv dung déng
thoi

Cdie thuéc tre ché ACE

Chéng chi dinh sir dung ddng thoi sacubitril/valsartan
véi che thube e ché ACE, do vie sir dung ddng thoi
cht irc ché neprilysin (NEP) va ACE c6 thé lam ting
nguy co phu mach. Khdi ddu  liéu phép
sacubitril/valsartan sau it nht 36 git ké tir lidu cudi cic
thude tre ché ACE. Khai dau ligu phap c4c thubc irc ché
ACE sau it nhit 36 giod ké tr lidu cubi
sacubitril/valsartan.

Aliskiren

Chfmg chi dinh sir dung dfjlng thoi sacubitril/valsartan va
cée thube ¢o chira aliskiren & nhitng bénh nhén dai théo
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dudng hojic suy than (eGFR < 60 ml/phat/1,73 m?).
Khéng khuyén cdo st dung déng thoi
sacubitril/valsartan vGi cdc thudc vrc ché renin trye tiép
nhu aliskiren do viée sir dung dbng thoi ¢6 thé lam ting
tAn suft xay ra cdc t4c dung khong mong mudn nhu tyt
huyét 4p, tang kali mau va giam chirc néing thén (bao
gdm suy than cép).

Cie tiwong téc din dén khéng k.'luyé‘n cio sir dung
zi'ﬁ’ng thoi

Sacubitril/valsartan ¢6 chira valsartan, do do khong nén
str dung ddng thoi véi cic thude khdc ¢6 chira ARB.
Ciic trong tic ciin thin trong

Cde chdt nén OATP1BI va OATPIB3, vi dy cdc statin
Dit liéu in vitro cho thiy sacubitril tic ché céc chit vén
chuyén OATPIBl va OATPIB3. Do dd,
sacubitril/valsartan ¢6 thé lam ting néng d¢ cac chét nén
OATPIBI vi OATPIB3 nhu c4c statin. Str dyng déng
thtri va6i sacubitril/valsartan lam ting Cuma va AUC cia
atorvastatin va cac chit chuyén héa lan luot ghp 2 14n va
1,3 Fn. Cin thin trong khi st dung dong thoi
sacubitril/valsartan va cdc statin, Chua ghi nhin céc
trong tac ¢6 lign quan trén 1am sang khi sir dung ddng
théi sacubitril/valsartan va simvastatin.

Cdc chdt irc ché PDES bao gom sildenafil

Sir dung lifu don sildenafil dong thoi véi
sacubitril/valsartan & bénh nhén tang huyét ap & trang
thai én dinh lam giam huyét 4p déng k& hon so v6i khi
chi sir dung sacubitril/valsartan, Do d6, cén than trong
khi khoi diu sir dyng sildenafil hojc cdc thudc trc ché
PDES khac ¢ nhitng bénh nhin dang dwge didu tr] vai
sacubitril/valsartan,

Kali

Sir dung dong théi sacubitril/valsartan véi cac thude lgi
tiéu tiét kiém kali (triamterene, amiloride), céc thudic dbi
khang  mineralocorticoid  (nhur  spironolactone,
eplerenone), cic ché phﬁm bd sung kali, mudi thay thé
chira kali hojic céc tée nhan khée (nhw heparin) c6 thé
dfin dén ting kali va creatinine huyét thanh. Khuyén cdo
theo di ndng dd kali huyét thanh néu sir dung ddng thii
sacubitril/valsartan v&i cac tac nhiin ny.

Cde NSAID, bao gom thudce tke ché chon lpc COX-2
{cyclooxygenase-2)

O cic bénh nhan cao tudi, giam thé tich djch (bao gdm
bénh nhéin dang ding thude loi tiéu), hoijic tdn thurong
chirc ning thén, sir dung déng thdi sacubitril/valsartan
va cdc NSAID co thé din dén tang nguy co lam trim
trong thém chirc nang thin, Do d6, khuyén cdo theo doi
chnre néing than khi khéi dAu diéu tri hodc d i2u chinh lidu
& nhimg bénh nhén dang sir dung ddng thai
sacubitril/valsartan va cac NSAID.

Lithi

Tang nbng dd va dbc tinh lithi trong huyét thanh (co thé
hdi phuc) da duge ghi nhan khi sir dung dﬁug thai lithi
vi cic thudc e ché ACE hodc ARB, bac gdm

sacubitril/valsartan. Do do6, khong khuyén céo sit dung
phéi hop nay. Néu cin thiét sir dung, cin theo d6i thin
trong ndng do lithi trong huyét thanh. Nguy co ddc tinh
lithi ¢6 thé tang thém khi sit dyng ddng thoi véi mét
thudc lgi tiéu.

Furosemide

Sir dung dbng thi sacubitril/valsartan va furosemide
khong 4nh huémg dén duge dong hoc cia
sacubitril/valsartan nhung lam giam Cuax va AUC ciia
furosemide 1An lrot 50% va 28%. Tuy khéng cé thay doi
lign quan dén thé tich nuéc tiéu, ndng dd natri bai tiét
trong nudc tidu gidm trong vong 4 givr va 24 gitr ké tir
khi sir dung ddng thoi. Trong nghién ciru PARADIGM-
HF & nhimg bénh nphdn duge sir  dung
sacubitril/valsartan, lidu trung binh hang ngdy cia
furosemide khang thay ddi trong sudt nghién cinu.

Cdc nitrate, vi du nitroglycerine

Khéng ¢6 c4c twong tac thubc lién quan dén ha huyét ap
gilta sacubitril/valsartan va nitroglycerine ding dwomg
tinh mach. Sir dung ddng thdi nitroglycerine va
sacubitril/valsartan dfin dén su khac biét trong nhip tim
(5 nhip/phit) so véi khi chi sir dung nitroglycerine. Téc
dong twong fr trén nhip tim cling xay ra khi sir dung
dong thoi sacubitril/valsartan v6i cdc nitrate dit duéi
lwdi, dung dudng udng hodc qua da. Nhin chung, khéng
cén thiét didu chinh lidu.

Cde chdt van chuyén OATP va MRP2

Céic chit chuyén hoa ¢6 hoat tinh cia sacubitril
(LBQG657) va valsartan 13 céc chit nén OATPIBI,
OATPIB3, OATI vad OAT3, d8ng thoi valsartan ciing 14
modt chit nén MRP2. Do d6, sir dung dbng thoi
sacubitril/valsartan véi cdc chat e ché OATPIBI,
OATP1B3, OAT3 (vi du rifampicin, ciclosporin), OATI
(vi du tenofovir, cidofovir) hoiic MRP2 (vi du ritonavir)
¢6 thé 1am tang ndng dd ciia LBQG657 hoiic valsartan.
Cén theo ddi bénh nhan thich hop khi bat ddu hofic két
thiic diéu trj phéi hgp céc thude nay.

Metforinin

Sir dyng dong thoi sacubitrilfvalsartan v&i metformin
lam gidm ddng thdvi Cyux v AUC ciia metformin 23%.
Chua rd méi lién quan trén ldm sang ctia cée phat hign
ndy. Do d6, cin danh gia tinh trang 1Am sing khi khoi
dAu diéu trj véi sacubitrilvalsartan & nhimg bénh nhan
dang ding metformin.

Khing cd twang tic ding ké

Khéng ¢6 tuong téc thude ddng ké trén lam sang duoc
ghi nhén khi sir dung ddng thdi sacubitril/valsartan véi
digoxin, warfarin, hydrochlorothiazide, amlodipine,
omeprazole, carvedilol hojc phfui hgp
levonorgestrel/ethinyl estradiol.

Twong ky ciia thubic

Do khong ¢6 cc nghién ciru v& tinh tuong ky, ciia thude,
khéng trdn 14n thudc ndy vai cdc thudic khéc,

=



https://trungtamthuoc.com/

TAC DUNG KHONG MONG MUON CUA H¢ co quan | Tdc dung khing Tén suit
THUOC (ADR) mong muén

Cic trudng hop chn ngung ding thude va giip béc si thén, suy than cap)

hoiie dén clc co's6'y té ghn nhit ngay , Chung Mét moi Thubng gip
Sung mit, méi, ludi vashoic hong, cd thé gay kho thé Suy nhuge

hoéc khé nudt. Nhimg tri¢u chimg nay ¢6 thé 1a déu higu Tam thin Ao giac' .

ciia phit mach (mét tdc dung khong mong mudn it gip, R&i loan gidc ngu Hiém gap

c6 thé xay ra & 1/100 ngudi). Hoang tuong RAt hiém gip

Tém tit cic ADR
Céc tac dung khong mong mubn thudng gip nhit khi
didu tri v6i sacubitril/valsartan 1a tyt huyét ép (17,6%),
tang kali mau (11,6%) va suy théan (10,1%). Phit mach
dugc ghi nhin & nhimg bénh nhin sir dung
sacubitril/valsartan (0,5%).
Céc tac dung khong mong mudn dudi diy duoc sip xép
theo hé co quan va theo tan suét giam din, trong d6: rat
thwong gip (= 1/10), thudmg gip (> 1/100 dén < 1/10), it
g3p (> 1/1000 dén < 1/100), hiém gip (> 1/10000 dén <
) 1/1000), rét hiém gip (< 1/10000). Trong mdi nhom tan
sul, cic tac dung khéng mong mudn duge sip xép theo
mire do nghiém trong gidm dan.

'Bao gdm 4o gic thinh gic va thj gidc
Huéng din cdch xiv tri ADR
Néu gip cac ADR nghiém tron
bdo ngay vdi bac si. 0
QUA LIEU VA CACH XUT
Triéu chirng £
Dt liéu lién quan t6i qué liéu & fgudi con han ché. Lidu
don 583 mg sacubitril/617 mg valsartan v da lidu 437
mg sacubitril/463 mg valsartan (ding trong 14 ngay) da
dugc chimg minh c¢é thé dung nap tt & ngudi tinh
nguyén khoe manh.

Céch xir tri

Tut huyét 4p 1a triéu chimg qu4 lidu thudmg gip nhét do

ngung diing thude va

Heergim | Hie dgny kaoay Ta sui tac dong ha huyét 4p ciia sacubitril/valsartan va cAn diéu
____| WO mudn - trj trigu chitng khi gip phai.
i -, kG | “Thibam THRREERD Thudc khéng dugc loai bo qua thim phin mau do gin
b_aCh huyelty _ = két manh véi protein,
H¢ mién | Qui min It gdp
dich DUQC LYC HQC
Chuyén hoa | Téng kali mau Rét thuong gip Nhf_'m d-uvc lj;: Thube tc déng‘ trén ,hé renin -
e dinh [ Hg kali man Tinme gifp angloleél-lsm, thubc chen thy thé angiotensin 11 (ARB),
dudng Tyt dudmg huyét | Thudng gip oiigpist A
Mi ATC: C09DX04
Hg thén kinh | Chéng mit Co ché tic dung
Dau dau Thudng gip Sacubitril/valsartan hoat dong theo co ché (rc ché thy thé
Ngat angiotensin neprilysin do trc ché dong thivi neprilysin
Chong mitur thé | it gp (pePtide ndi sinh trung tinh, NEP) théng qua LBQ657
T VA G (chét chuyén h.:faa 6 hoat tinh ciia tién chét sacubitril), va
dinh Chodng vang Thuong gap fic ché thy thé angiotensin 1T type 1 (AT1) théng qua
T 7 ~ valsartan. Sacubitril/valsartan lam gia ting cde peptide
M ;": T:l’;:f';p mé ?:tr:::;mgl;pgap bi phan hiy bai neprilysin (i du cée peptide nati i
it niéu (NP)) nhd LBQG657 va dbng thori e ché cdc tﬂ(.?
Ho hip, Idng ding cia angiotensin L1 nher valsartan, tir dﬁ‘ mang lai lgi
i : vi | Ho THRNGEERD ich cho bén‘h nhiin suy tim. Céac l:«lP thé hién tac ding
mlﬁg hét thfang qua viéc hoat hod cdc thy the déi guanylyl cyclase
= s Tita iy gfin trén mang, din dén lam ting ndng dj ctia chét truyén
— tin thir ¢ip ¢cGMP (¢yclic guanosine monophosphate), W
MR Thutng gap a6 1am gidin mach, natri niéu va li niéu, ting d loc clu
Vié-m da day thén va hru théng méu qua thén, frc ché giai phong renin
Da vi m6 | N : va aldosterone, giam hogt tinh giao cdm va céc tic dong
dudi da Phat ban ltgap chdng phi dai va ching xo héa.
s Ak g:: '“Z?:m m— Valsartan tre ché céthc dong bt Ioi trén tim vi thin cla
) . Rat thudng gap angiotensin 11 théng qua ire ché chon lge thy the AT,
L IEE the ddng thoi e ché sy gidi phéng aldosterone phy thuge
Suy thin (suy | Thudng gip angiotensin 11, tir d6 irc ché kéo dai hé renin-angiotensin-
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aldosterone, din dén co mach, gilr natri va dich tai than,
kich thich sy ting truéng va phat trién ctia té bao, tir d6
gilip tai cdu tric tim mach.

Téc déng dugce hue hoc

Cic téc dong duge lyc hge cua sacubifril/valsartan duge
dénh gid sau khi ding liéu don va da liéu & ngudi tinh
nguyén khoe manh va bénh nhan suy tim phi hop vii tic
ddng trc ché déng thivi neprilysin va hé RAA. Trong mét
nghién ctru céd d8i chimg sir dung valsartan trong 7 ngay
& bénh nhan suy tim phan suft tng mau giam (HFEF),
str dung sacubitril/valsartan gitp ting téc dong natri
niéu, tang cGMP trong nude tiéu va giam néng do MR-
proANP (mid-regional pro-atrial natvivretic peptide) va
NT-proBNP (N-terminal prohormone brain natriuretic
peptide) trong huyét turong so véi khi sir dung valsartan.
Trong mét nghién ctru 21 ngay & bénh nhan HFrEF, sir
dyng sacubitril/valsartan 1am ting ddng k& ANP v
¢GMP trong nwée tiéu, cGMP huyét trong va giam NT-
proBNP, aldosterone va endothelin-1 trong huyét tong
so v6i ban déu. Hoat tinh va ndng do renin trong huyét
twong ting chimg to thu thé AT1 bj chen. Trong nghién
cti PARADIGM-HF, sir dyng sacubitril/valsartan lam
giam ndng A6 NT-proBNP va ting ndng do BNP trong
huyét twong, cGMP trong nude tiéu so voi khi ding
enalapril. BNP khéng phai 14 chi ddu sinh hoc thich hop
str dung cho bénh nhdn suy tim didu trj bfing
sacubitril/valsartan do BNP 1a chit nén neprilysin. NT-
proBNP khéng phai la chit nén neprilysin, do dé thich
hop hon dé sir dung lam chi déu sinh hoc.

Trong mét nghién ciru lim sang vé khoing QT & ngudi
nam tinh nguyén khée manh, ding liéu don
sacubitril/valsartan 194 mg/206 mg va 583 mg/617 mg
khéng cd tic ding trén 1éi cire tim,

Neprilysin la mdt trong s cdc enzyme lién quan dén
thanh thai amyloid-f (AB) tir ndo va dich ndo thy. Sir
dung sacubitril/valsartan 194 mg/206 mg 1 ln/ngay
trong 2 tedn & ngudi tinh nguyén khée manh 1am tang
AP1-38 trong dich nfo tiy so véi khi sit dung gia duge
v khéng c6 s thay ddi trong nong do AP1-40 va 1-42
trong dich ndio tiiy. Chua rd moi lién quan trén lam sing
ctia cic phat hién nay.

DUQC DPONG HQC

Valsartan trong pl161 hop sacubitril/valsartan ¢6 sinh kha
dung cao hon valsartan trong céc cong thirc vién nén
khic; trong d6 26 mg, 51 mg va 103 mg valsartan trong
phﬁi hgp sacubitril/valsartan lin lugt twong (g véi ham
hwgng 40 mg, 80 mg va 160 mg trong dang bio ché vién
nén valsartan.

Hilp thu

Sau khi ubng, thubc phan tach thanh 2 thanh phén
valsartan va dang tién chiit sacubitril. Sacubitril duge
tiép tuc chuyén hoa thanh chét chuyén héa co hoat tinh

LBQ657. Nong dd dinh cila cac chit nay trong huyét
twong 14n luot dat duge sau 2 gid, 1 gity va 2 gid. Sinh
kha dung tuyét ddi dwomg ubng cia sacubitril va
valsartan uéc tinh 1dn luot dat khoang hon 60% va 23%.
Sau khi diing 2 lan/ngay phdi hop sacubitril/valsartan,
nbng d¢ & trang thai on dinh cia sacubitril, LBQ657 va
valsartan dat dugc trong 3 ngay. O trang thdi on dinh,
sacubitril va valsartan tich liiy khéng déng ké trong khi
LBQ657 tich liiy 1,6 ldn. Sir dung kém thirc #n khong
anh huong dang ké trén 1am sang dén ndng d¢ sacubitril,
LBQ657 va valsartan. Sacubitril/valsartan cé thé ding
kém ho#ic khéng kém thite dn.

Phin bb

Sacubitril, LBQ657 va valsartan gin két manh véi
protein huyét twong (94%-97%). Dya trén mdi twong
quan gifra ndng d6 cac chit trong huyét twong va dich
néio tity, LBQ657 qua duge hdng rdo mdu ndo & mirc do
han ché (0,28%). Thé tich phan bé biéu kién trung binh
clia valsartan va sacubitril ln luot dat 75 lit va 103 Iit.
Chuyén héa

Sacubitril dwgc chuyén héa thanh LBQ657 thong qua
carboxylesterase 1b va lc, lugng LBQ657 duoc tidp tuc
chuyén hoa khong déng ké. Valsartan duge chuyén héa
véi mire d¢ t5i thiéu, chi khoang 20% lidu diing dwgc tim
thiy dudi dang chit chuyén héa. Chét chuyén hoa
hydroxyl ciia valsartan dirge xéc dinh trong huyét tuong
o Ilfillg do thép (<10%).

Do qué trinh chuyén héa thdng qua enzyme CYP450 ciia
sacubitril va valsartan han ché, sir dyng ddng thai phéi
hop sacubitril/valsartan voi céc thubc c6 tac dong trén
enzyme CYP450 duge cho 1a khéng gy dnh hudng trén
duge dgng hge.

Céc nghién ctru vé chuyén héa in vifre cho thiy nguy co
thip xay ra twong tac thubc lién quan dén CYP450, do
Sir chllyén héa han ché ciia sacubitril/valsartan qua cac
enzyme CYP450. Sacubitvil/valsartan khéng cam img
hotic tic ché céc enzyme niy.

Thai trir

Sau khi ding dudng udng, 52-68% sacubitril (chi yéu
LBQ657), khoang 13% valsartan va c4c chfit chuyén héa
dwgc thai trir qua mrde tiéu, 37-48% sacubitril (chit yéu
LBQG657), 86% valsartan va cac chit chuyén hoa duge
thai trir qua phdn.

Sacubitril, LBQ657 va valsartan c6 thai gian ban thii
trung binh trong huyét tromg 14n lugt dat khoang 1,43
gity, 11,48 gidr va 9,90 gir.

Tinh tuyén tinh

Durgc dong hoc ciia sacubitril, LBQ657 va valsartan gin
nhu tuyén tinh khi st dung trong khodng lidu
sacubitril/valsartan tir 24 mg/26 mg dén 97 mg/103 mg.
Dbi trgng d%ic bigt

Ngiedi eao tudi

So v&i ngudi tré tudi, ndng do LBQ657 va valsartan tang
lan lugt 42% v 30% & bénh nhan > 65 twoi.
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Bénl nhéin say thin

Di c6 ghi nhan mdi trong quan giita clntc ndng than va
ndng do LBQ657 & nhitng bénh nhin suy thin tir nhe
dén ning. N(’Sng do LBQ657 ting 14 lin & bénh nhan
suy thin trung binh (30 ml/phit/1,73m? < eGFR < 60
ml/phat/1,73m?) va ting 2,2 lin & bénh nhan suy than
ning (15 mlphat/1,73m? < eGEFR < 30 mUphat/1,73m?)
so v6i bénh nhan suy thdn nhe (60 mlphit/1,73m? <
eGFR < 90 mlphat/1,73m?) (nhém bénh nhén ¢6 sé
lugng 16n nhét trong nghién ciu PARADIGM-HF).
Nong do valsartan twong tw nhau & céc nhém bénh nhén
suy thdn nhe, trung binh va néng. Chua ¢6 cédc nghién
ciru duge thyre hién & nhitng bénh nhin dang chay thén
nhén tao. Tuy nhién, do LBQ657 va valsartan lién két
manh véi protein huyét twong, do dé c6 thé kho loai bé
khi chay thén.

Suy gan

O bénh nhan suy gan tir nhe dén trung binh, nﬁng dd
sacubitril Tan hrot tang 1,5 1An va 3,4 lAn, n(’ing dd
LBQ657 lin lugt tang 1,5 1in va 1,9 lin, ndng dd
valsartan 1&n lrot ting 1,2 1dn va 2,1 1dn so véi ngudi tinh
nguyén khée manh. Tuy nhién, & bénh nhén suy gan tir
nhe dén trung binh, néng dd LBQ ty do lin lrgt ting
1,47 1an va 3,08 Ian, ndng do valsartan tw do 1n luot ting
1,09 lin va2,20 1dn so vdi ngudi tinh nguyén khée manh,
Chura ¢6 cde nghién ciru sir dung thude & bénh nhén suy

gan ndng, xo' gan it mit hodc It méit.

Gidi tinh

Dugc dong hgc cta sacubitril/valsartan (sacubitril,
LBQ657 va valsartan) twong fyr nhau giita cdc d6i tuong
bénh nhén nam va nfr.

QUY CACH PONG GOI
Hop 4 vi x 7 vién,

PIEU KIEN BAO QUAN
Noi khé, nhiét 46 khong qua 30°C. Tranh &nh séng.

HAN DUNG
36 thang ké tir ngdy san xut.

TIEU CHUAN CHAT LUQNG
Tiéu chuén co sd.

CO SO SAN XUAT

D

TRALHE NHIE S TRON VEN
CONG TY CO PHAN DUGUC PHAM SAVI
(SaWipharm 45.C)
L& Z01-02-03a, Khu Céng nghiép trong Khu Ché xuét
Tén Thudn, Phudng Tan Thu@n Dong, Quén 7, Thanh
phé HS Chi Minh,
Dién thoai: (84.28) 37700142-143-144
Fax: (84.28) 37700145




