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xa tim tay tri em

ctfrn sft d{ng tru6,c khi ding

Thirnh phAn

M6i vi6n chira:

Thdnh phdn hoot chiit;

Ezetimib .....10 mg
Atorvastatin....................10 mg (du6i d4ng atorvastatin calci trihydrat)
Thtrnh phdn fi hruc: Calci carbonat, cellulose vi tinh th6, lactose, natri croscarmellose,
hydroxypropyl cellulose, polysorbat 80, magnesi stearat, polyethylen glycol 6000,
hypromellose 2910, talc, titan oxid.

D?ng bAo ch6: Vi0n n6n bao phim

M6 tA: Vi6n ndn bao phim hinh trdn, mdu tring
Chi ilinh

ViQc tli6u tri su dung c6c t6c nhAn ldm thay a6i tipia chi n0n ld mQt trong c6c biQn ph6p can

thiQp o nhirng nguoi c6 nguy cao b! bQnh xo vfta d6ng m4ch do tlng cholesterol m6u.

Di6u tri blng thu6c dugc chi dinh nhu I biQn ph6p h6 trs khi il6p rmg v6i m6t ctrii aq [n u6ng

h4n chti ch6t b6o bdo hda vd cholesterol hodc viQc rip dung c6c biQn ph6p kh6ng duo. c lf kh6c

mQt minh ld kh6ng dAy dri.

- ATOBE dugc chi ilinh dil gi6m cholesterol todn phAn, cholesterol lipoprotein ty trqng thdp

(LDL-C), apolipoprotein B (Apo B), triglycerid (TG), choleterol lipoprotein tj,trgng kh6ng

cao, vd tlng cholesterol lipoprotein ty trgng cao (HDL-C) 6 benh nhAn tdng lipid m6u di hqp

tir c6 tinh gia dinh vd khdng gia tlinh ho{c tdng lipid m6u h6n hqp.
- ATOBE duoc chi dlnh tt6 gi6m cholesterol toin phAn, cholesterol lipoprotein tj'trgng th6p

(LDL-C) e benh nhdn tdng cholesterol tl6ng hqp tu c6 tinh gia dinh, nhu ld mQt thudc h6 trg

cho phuong phrlp tli6u tri giAm lipid kh6c, ho{c n6u kh6ng c6 phuong ph6p tli6u tri giAm lipid

m6u dugc 5p dpng.

Lidu dr)ng vir cich dtng

U6ng I vi0n/ ngdy, c6 th6 udng thu6c ctng ho{c khdng cung vdi bfra dn.

Kh6ng n6n nhai ho{c hoa tan thu6c khi u6ng.

Chdng chi tlinh
- BQnh gan dang ti6n tri€n ho{c tlng men gan dai ding kh6ng rO nguy€n nhdn.

- PhU nfi c6 thai, php nfr dang cho con bf.
Cinh br{o vir thfn trgng khi dring thu6c

BAnh co / fiAu co vdn

Trudng hqp hia5m hoi ctra ti0u co vdn v6i suy thQn c6p thri ph6t rnyoglobin niQu dd dugc b6o

c6o vdi atorvastatin vd v6i cdc thu6c kh6c trong nh6m ndy. Ti6n str suy thQn c6 th6 la mqt
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y6u t6 ngLry co cho sg ph6t tritin cira tiOr-r co vdn. Nhfmg b6nh nh6n niy cAn ducrc gi6m s6t

ch{t che cilc titc dQng l6n co xlrcrng.

Men gan
-.. aKi6m tra men gan n6n dugc thr,rc hiQn trudc khi bAt dAu di6u tri vdi ATOBE vd trong qu6

trinh sri dr,rng thu6c. D5 c6 b6o c6o vd trudng hqp suy gan gdy ttr vong vd kh6ng gdy tu vong

o benh nh0n dtrng statin, bao g6m atorvastatin. Niiu t6n thuong gan nghiOm trong vdi c6c

triQu chimg l6m sdng vd / ho{c tlng bilirubin m6u ho4c vdng da xiy ra khi di6u tri v6i
ATOBE, cdn t4m ngung sir dpng thu6c. Trong trudng hqlp kh6ng tim duoc nguy€n nhdn gdy

c6c triQu chimg tr6n, cAn dung hin viQc sri dpng ATOBE.

ATOBE n6n dugc dung thqn trgng o nhirng bQnh nhdn u6ng nhi6u rugu vd / ho4c c6 tidn sir

bQnh gan. Ch6ng chi ttinh ATOBE o bQnh nhdn rnic b6nh gan c6p ho4c tlng transaminase dai

ding kh6ng rO nguyCn nhdn.

CAn nhic theo d6i creatin kinase (CK) trong trudng hqp:

+ Tru6c khi di6u tr!, x6t nghiQm CK n6n tlugc ti6n hdnh trong nhftng trudng hqp: Suy giAm

chtic nlng thfln, nhugc gi6p, ti6n sir bAn th6n ho4c ti6n sir gia dinh m6c bQnh co di truy6n,

ti6n sir b! bQnh co do st dr,rng statin holc fibrat trudc d6, ti6n sir b6nh gan vd/holc u6ng nhi6u

ruou, bQnh nh6n cao tu6i (> 70 tu6i) c6 nhirng y6u t6 nguy co bi tiOu co vdn, kh6 n[ng xAy ra

tuong t6c thui5c vd mQt sO aOl tugng bQnh nh6n dac biet. Trong nhimg trudng hqp ndy nOn

cdn nh6c lgi ichlnguy co vd theo d6i b€nh nh6n tr€n l6m sdng khi ili6u tri bing statin. Nilu k6t

quA x6t nghiQm CK > 5 lAn gi6i h4n tr6n ciia mfc binh thucrng, kh6ng nOn bit dAu diAu tr!

bing statin.

+ Trong qu6 trinh di6u tri bing statin, bQnh nh6n cAn th6ng b6o khi c6 c6c bi6u hiQn r,6 co

nhu dau co, cimg co, y6, co ... Khi c6 c6c bi,5u hiQn ndy, bQnh nh6n cAn ldm x6t nghiQrn CK

tI6 c6 c6c biQn phr{p can thi0p phu hqp.

Chftc ndncnAiJret

Sy tdng HbAlc vd luqng ttulng trong huy6t tuong dI dugc bilo c6o vdi c6c ch6t tlc chi5

HMG-CoA reductase, bao g6m atorvastatin.
Statin can thiep vdo sy t6ng hqp cholesterol vd vd mat lf thuyiSt c6 th6 dAy lui sAn xu6t

steroid o thugng th6n vd / ho{c tuyl5n sinh dgc. Nhirng 6nh hucrng c0a statin tr€n khd ndng

sinh sAn nam chua dugc nghiOn cuu v6i s6 lugng itAy dtr cria bQnh nhdn. Anh hudng, n6u c6,

tr6n trpc tuy6n yOn-sinh dgc o php nfr tidn m6n kinh chua ttuqc bi6t. NOn thQn trgng n6u

ATOBE dugc dirng tl6ng thoi voi chc thu6c c6 th6 ldm gi6m mric rtQ ho{c ho4t dQng cira c6c

hormon steroid nQi sinh, ching h4n nhu ketoconazol, spironolacton vd cimetidin.

Sfr dgng thu6c cho phg nfr c6 thai vir cho con bri

Kh6ng sri dqng ATOBE cho phu nir c6 thai ho{c php nt dang cho con bri.

Anh hu&ng cria thuSc l6n khi nlng L{i xe, vfln hinh miy m6c

Thfln trgng khi l6i xe vd v{n hanh m6y m6c vi thu6c c6 th6 g6y dau dAu, nhin md, ch6ng m{t..

Tuong t6c, tuong ky cria thu6c

Cdc chdt t?c chd manh en4,m qttochrom P450 3A4

Atorvastatin dugc chuy,5n h6a boi cytochrom P450 3A4. Dung d6ng thoi atorvastatin v6i c6c

ch6t ric ch6 m4nh CYP3A4 c6 th6 d6n ddn sy gia tlng ndng dQ trong huy6t ttrong cria
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Cdc chAt rfrc ch6 protease c6 tuong tic vfi
atorvastatin

Khuy6n cf,o k0 don

Tipranavir + Ritonavir

Telaprevir
Trrinh su dung atorvastatin

Lopinavir + Ritonavir
Str dqng thfln trong vd n6u cAn thi6t n6n cling

lidu atorvastatin th6p nh6t

Darunavir + Ritonavir

Fosamprenavir

Fosamprenavir * Ritonavir

Saquinavir + Ritonavir

Kh6ng qu6 20 mg atorvastatin/ ngdy

Neltinavir Khdng qu6 40 mg atorvastatin/ ngdy

atorvastatin. Vi ATOBE chfa atorvastatin, nguy co bQntr co khi diAu tri vdi AT'OBE t[ng lOn

khi dtrng d6ng thoi v6i erythromycin, itraconazol, ketoconazol, mQt s6 chAt ric chti protease.

Cyclosporin

Atorvastatin vd ch6t chuy6n h6a cira n6 ld co ch6t cua ch6t v4n chuyr5n OATPIB1. C6c ch6t

ric chti OATPIBI (vi dq, cyclosporin) c6 th6 ldm tdng sinh khA dpng cua atorvastatin.

NOn tr6nh sri dpng ATOBE vbi ctrc ch6t ndy.

Gemfibrozil. fbnofibrat. colc

Trrinh sri dgng ATOBE vdi gemfibrozil, fenofibrat, colchicin do t6ng nguy co bQnh co / ti6u

co v6n.

Niacin

Nguy co gdy thc dpng kh6ng mong mu6n l6n co xuong c6 th6 dugc tdng l6n khi ATOBE

dugc sir dpng kl5t hqp vdi niacin. Khi dirng cirng niacin, gi6m li6u ATOBE cAn duoc xem x6t.

Digoxin

Khi dirng tl6ng thoi atorvastatin vd digoxin da liAu, n6ng dQ digoxin trong huy6t tuong d

tr4ng th6i 6n dinh tlng khodng20%. BQnh nh6n dang dirng digoxin cAn dugc theo d6i nrQt

crlch thich hqp.

Thuiic trdnh thai cludng uiing

Dung tl6ng thoi atorvastatin vd thu6c ngtra thai duong u6ng ldm tlng gi6 tri AUC c0a

norethindron vd ethinyl estradiol. Sy gia t[ng ndy cAn dugc xem xdt khi lqa chqn thu6c tr6nh

thai cho mQt phr,r nft dang dtng ATOBE.

Rifampin hodc chht g4) com tbng en4,m cytochrom P450 3A4 khdc

Dtng rt6ng thoi atorvastatin vdi thu6c g6y c6m img enzym cytochrom P450 3A4 (vi du,

efavirenz,rifampin) co thi5 ldm gi6m n6ng tlQ cira atorvastatin.

Cdc nhua gdn acirl mdt

C6c nhga gin acid mQt c6 th6 ldm giim r5 rQt khi dung sinh hgc cira atorvastatin khi u6ng

ctng. Vi v4y thoi gian dtng 2 thu6c ndy phAi c6ch xa nhau.

Warfurin
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Atorvastatin c6 th6 ldm tdng t6c dung cira warfarin. Phii x6c dinh thdi gian prothrombin
trudc khi Uit aAu dtng atorvastatin vd theo d6i thuong xuy6n trong giai do4n dAu rti6u tri d6
bAo d6m khdng c6 thay aOi ntrldu vd thoi gian prothrombin.
Tdc dgng kh6ng mong mu6n cria thu6c

R6i lo4n m6u vd hQ bach huy6t: giAm ti6u cAu, tdng HbAlc
R6i lo4n hQ th6ng then kinh: dau dAu; di cAm; bQnh lf thin kinh ngoai bi6n
Suy giAm nh6n thirc (vi dp, m6t tri nh6, hay qu6n, suy gi6m tri nhd) li6n quan rl6n viQc sir
dqng statin. R6i lo4n ti6u h6a: vi6m tqy

Tdng tludng huyiSt.

Da vi m6 dudi da r6i lo4n: phir m4ch; phrit ban b6ng nudc (bao g6m hdng ban da clang, h6i
chimg Stevens-Johnson vd ho4i tir bi6u bi dQc hai); ph6t ban; n6i rnd day

Rdi lo4n co xuong vd m6 li6n k6t: bQnh co / ti€u co v6n

ROi loan hQ th6ng mi6n dich: s6c ph6n vQ; ph6n img quti m6n

R6i lo4n gan mQt: viOm gan; s6i mflt; viOm trii mdt; suy gan giy tfr vong vd kh6ng tir vong
R6i lo4n tdm thAn: trAm cAm

X6t nghiQm b6t thucrng: tdng creatin phosphokinase
Thdng bdo ngay cho bdc sj hofrc drqc s! nhibng phdn ftng cd htti g(tp phdi khi sft dqtng

thuiic

Quf lidu vi cfch xfr tri
Kh6ng c6 biQn phdp tti6u tri d4c hiQu khi qu6 li6u ATOBE duoc khuy6n c6o. Trong truong
hqp qud li6u, bQnh nhdn cAn duo. c di,5u tri trieu chimg vd tli6u tr! h6 trg tty tinh trpng.

D{c tinh dugc lgc hgc

Md ATC: C l0BA05

Nh6m duo. c lf: ChAt fc ctriS UtvtC CoA reductase ktlt hqp voi cdc ch6t bii5n d6i lipid kh6c

Nghidn cr?u l6m sdng dE chring minh rang cholesterol todn phAn, cholesterol-lipoprotein ty

trgng thAp (LDL-C) vd apolipoprotein B, c6c thdnh phAn protein chinh cira lipoprotein t;i

trgng thAp (LDL), ld nguy6n nhdn thfc dAy xo vfra dQng mqch. Ngodi ra, viQc gidm n6ng ttQ

cholesterol-lipoprotein tj' trgng cao (HDL-C) gAn li6n v6i sy ph6t tri6n cria xo vfra dQng

m4ch. Nghi0n cr?u dlch t6 hgc dE chfng minh ring t! lQ mdc bQnh tim m4ch vd tri vong tlng
tf lQ thuQn v6i sg ting cholesterol todn phAn vd cholesterol-lipoprotein tj, trgng th6p vd tf lQ

nghich vdi sy t6ng nting d$ cholesterol-lipoprotein tj' trgng cao. Gi6ng nhu lipoprotein ty

trgng th6p, c6c lipoprotein tj,trqng r6t th6p ffLDL), vd lipoprotein tj'trgng trung binh (lDL)

cfrng c6 thd thric dAy xo vfta dQng m4ch.

Atorvastatin:

Enzym FIMG- CoA reductase xfc t6c cho viQc tdng hqp cholesterol ttr acetyl CoA.

Atorvastatin fc ch6 c4nh tranh vdi enzym ndy n6n ldm gi6m luqng cholesterol.

Atorvastatin c0ng ldm t6ng sinh LDl-receptor o mdng t6 beo, giirp nhQp LDL vdo trong t6

bdo vd thAi trir lipid qua enzym d lysosom.

Atorvastatin dd duo. c chimg minh ldm giAm luqng cholesterol (30% - 460 ), LDL-C (41% -

61yo), apolipoprotein B (34% - 50yo), vd triglycerid (14% - 33%) trong khi ldm tlng luqng

HDL-C vd apolipoprotein Al trong mQt nghiCn cr?u li6u d6p rmg. Nhiing ki5t qui ndy phtr hqp
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o nhfing bqnh nhdn tdng cholesterol mdu c6 tinh gia dinh di hqp tt vd ting lipid m6u hdn
hqp, bao g6m ca bQnh nhan tt6i thrio duong kh6ng php rhuQc vdo insulin.
GiAm cholesterol, cholesterol-lipoprotein ty trong th6p @DL-C) vd apolipoprotein B dE duoc
chrlmg minh ldm gi6m nguy co tai bi6n tim mach vd tfr vong tim mach.
Ezetimib

Ezetimib ldm giim cholesterol trong m6u bing crich irc chii sg h6p thu cholesterol cta ru6t
non.
Ezetimib khdng ric chti t6ng hc.ry cholesterol d gan, ho[c ting bdi ti6t axit m6t. Thay vdo d6,
ezetimib t6c dqng o di6m bdn chAi cria ruQt non vd fc ch6 sy h6p thur cholesterol, d5n d6n ldm
gidm luqng cholesterol h6p thu tu ru6t non vd vfln chuyiSn t6i gan. Di6u ndy ldm giAm
cholesterol dp trt d gan vd tdng thii cholesterol ttr m6u. Co che th6c biQt ndy Id b6 sung cho
c6c statin vd fenofibrat.

D{c tinh dugc dQng hgc

Hiipthu
Atorvastatin duo. c h6p thu nhanh. H6p thu cta thu6c kh6ng bi Anh hucrng boi thfrc 6n. Sinh
khA dpng cta atorvastatin th6p vi dugc chuy6n h6a manh qua gan lAn dAu (tren 60%). N6ng
d0 dinh trong huy6t thanh cria nhirng ch6t c6 ho4t tinh d4t dugc sau I - 4 gio.
Sau khi u6ng, ezetimib <lugc hAp thu vd liOn hqp tt6 t4o d4ng li6n hqp ezetimib-glucuronid c6
ho4t tinh. HAp thu cta thu6c kh6ng bi Anh huong boi thirc 6n.

Phdn bii
- Atorvastatin: Th6 tich phdn bri cira thu6c khodng 381 lit, t! lQ li0n ktlt vOi protein huy6t

tuong > 98Yo.

- Ezetimib: Tf lQ li€n k6t v6i protein huy6t tuong cta ezetimib vd d4ng li6n hqp ezetimib-
glucuronid ld> 90Yo

Chu:rAn h6a vd thdi tr*
- Atorvastatin

Atorvastatin dugc chuytin h6a r6ng r6i t4o d6n xu6t ortho, c6c ddn xu6t parahydroxylated vd

c5c sAn phAm beta-oxy h6a khrlc nhau. Trong nghi0n cuu in vitro, s1t frc chti IJMG-CoA
reductase boi ortho vd cilc ch6t chuy6n h6a parahydroxylated tuong duong vdi atorvastatin.

Khoang 70%oho4tttQng irc ch6 men kht HMG-CoA reductase ld do c6c ch6t chuytin h6a ho4t

dOng.

Atorvastatin vd ciic ch6t chuytin h6a cua n6 dugc thAi trtr chu y6u qua m6t sau gan vd / ho4c

chuy6n h6a ngodi gan. Thu6c kh6ng trAi qua chu trinh gan ruQt. Thoi gian b6n thAi cria

atorvastatin d ngudi khoing 14 gio, nhmg thoi gian b6n hriy cria ho4t <tQng ric ch6 men khir

HMG-CoA ld 20-30 gio do sg d6ng g6p cua c6c ch6t chuy6n hoa ho4t tlQng. [t hcm 2% li€u

atorvastatin dugc tim th6y trong nu6c ti6u sau khi u6ng.

- Ezetimib

Ezetimib chir yiiu chuy6n h6a d ruQt non vd gan nhd li6n hqp glucuronid vdi m4t vd bdi ti6t

qua thfln.
O ngudi, ezetimib nhanh ch6ng chuy6n h6a thdnh ezetimib-glucuronid. Ezetimib vh

ezetimibe-glucuronid ld nhfrng ho4t ch6t chinh ph6t hiQn trong huy6t tuong, chi6m khoAng
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10-20% va 80-90% t6ng s5 thu6c trong huy6t tucrng, tuong ring. CA ezetimib vd ezetimib-
glucuronid dugc lo4i b6 tir huy,5t tuong v6i chu kj,b6n thAi kho6ng22 gid. C6 nhi6u thdi

di6m thu6c d4t n6ng <tO <linh trong m6u, cho th6y c6 th6 c6 qu6 trinh tdi h6p thu o ru6t.

Quy cr[ch d6ng g6i:

HQp 3 vi x 10 vi6n.

Biio quin: Bio quAn trong bao bi kin, noi kh6 16o, tho6ng miit, tr6nh iinh s6ng, o nhiet d0

du6i 30"C.

H4n dtng: 36 th6ng kti tu ngAy sAn xu6t.

Ti0u chu6n chit lugng: Ti6u chuAn co sd

c6ng -.ffiffi" Hir rinh
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