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Rx — Thuiic ndy chi dimg theo don thudc
VAST-20
(Vién nén bao phim Atorvastatin 20 mg)

B xa tdm tay ré em
Do kY huedmg diin st dyng trude bhi dimg

THANH PHAN CONG THUC THUOC

M&i vién nén bao phim ¢ chirm:

Thimh phdn hogt chde: Atorvastatin (ddi dgng Atorvastatin calcium).......20 mg

Thinh phdin #d dege: Calei carbonat, lactose monohydrat, cellulose vi tinh thé (PH 102), pavidon
(P.V P.K-30), polysorbat-80 { Tween-80), natri croscarmellose, magnesi stearat, Opadry White YS-1-
F040 [thdmk phdn: hypromellose, polyethylen glycol, titan dioxid, talc], simethicon 30%.

DANG BAO CHE

Dgng bdo ehé: Vién nén bao phim,

M 16 dang bao chi- Vién nén bao phim miu tring hode tring ngd, hinh tron, hai mit 18i, mgt mit cd
vach ngang, mit con Iyl nhin.

CHI BINH

Atorvastatin duge chi dinh hd o cho ché 48 an king trong didu trj cho cdc bénh nhin bi ting
cholesterol todn phiin (C-toan phin, cholesterol lipoprotein ti trong thap (LDL-C), apelipoprotein B
{apo B) va triglyceride (TG) vi gitp lim ting cholesterol lipoprotein ti trong can (HDL-C) & cde
bénh nhiin co ting cholesterol miu nguyén phit (ting cholesterol mau oo tinh gia dink di hop or va
khéing b tinh gia dinh), thng lipid mau phédi hop (hin hop) (nhdm 1a va b theo phin logi cia
Fredrickson), ting triglyeeride miu (nhom IV, theo phiin logi cila Fredrickson) v & binh nh&mﬁrﬁj
logn betalipoprotein miu (nhém 11 theo phin logai Fredrickson) ma khiing o6 dip img diy di voi ché
d an,

Morvastatin cing duge chi dioh 88 lam gidm C - todn phin vi LDL-C & che binh nhin cb ting
cholesterol mau cb tinh gia dinh ddng hop n.

Dy phing bifn chimg tim mgch

Bii viri nhitmg bénh nhin khing co bidu hién bénh tim mgch (CVD) rd ring trén lim sing, vi nhimg
bénh nhin cé hoje khing cb réi logn lipid méu, nhimg ¢6 cie yéu 15 nguy co cia binh tim mach vink
{CHID) nhir hitt thude, cao huyét dp, dai thio duimg, HDL-C thip, nhimg hénh nhin tién sir gia
dinh miic bénh mach vinh gini dogn sdm, atorvasiatin dwge chi dinh dé:

- Gim npuy e tir vong do binh mgeh vinh vi ohii mau co tim (M),

- Gidm nguy co At quy. ‘

- Gidim nguy co che qué trinh tdi thong mach vi con dau thit ngye.
E.'l-!ﬁﬂnhhqlhhnlhnﬂﬁ&ﬁ&hﬁﬁmwhﬁnﬁﬁdmhﬁnﬂmﬂmmmmndm:m
dinh dé:

- Gidm nguy co nhii miu co tim.

- Giicdm nguy co dbt quy.

- Gitlim nguy co cho qua trinh i thdng mach.

- Giidm nguy co phai nhip vién do suy tim sung huyét (CHF),

- Giam nguy co dmn thit ngye.
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O tré em (10 - 17 tuisi)

Atorvastatin dge chi dinh hd tro cho ché 46 &n kiéng nhim lim gidm cholesterol toin phin, LDL-C
v apo B & iré em trai vA tré em géi dil o6 kinh nguyét tir 10 — 17 méi cd tinh trgng tling cholesteral
mﬁuuﬁlinhﬁﬁ::dlnhdihupmdmm&uuihh:gnhé-ﬂnmkimmhhhﬂph&nhnunﬁnu&n
nhimg dje duii déiy:

- Mire LDL-C viln = 190 mg/dL hojc

- Mire LDL-C viin > 160 mg/dL vi

- Cth tién sir gia dinh ¢ bénh tim mach sém holc

- Cé it nhdt 2 yéu 18 nguy co tim mgch khic.

CACH DUNG, LIEU DUNG

Ting quit

Trrde khi tidn hinh didy tr véi slorvastatin, cin b ging kidm sodt tinh trgng Wing cholesterol miu
tling biing ché di fn bop 1, tip thé dyc vi gidm cén & cac bénh nhin béo phi, vi dicu tri cic bénh 1Y
mb@ncummmdqmcuﬂnnﬁm:hu&mmlmlmmqusmmdaéu
trj biing atorvastatin,

Lidu dimg nim trong khodng tir 10 mg dén 80 mg mét tin mdi ngdy. C6 thé sir dyng cic lidu
atorvastatin viio bit ki thisi gian nio trong ngay, co kém theo hay khing kém theo thire dn. Lidu ding
khisi dilu v duy tri nén dige ey thé hoa cho timg nhiin tiiy theo mic LDL-C ban diu, mye tidu
didu tri, v dip img cia bénh nhin, Sau khi khai didu trj vivhoje trong qué trinh chuin lidw cis
atorvastatin, cin phin tich nbng a9 lipid trong véng tir 2 dén 4 wlin vi theo 86 diéu chinh lifu cho
phil hgp.

Tiing cholesieral mau nguyén phit vi ting lipid miu phu‘t hop (hiln hop)

Phidin 1ém ciie bénh nhin déu duoc kidm sodt véi lidu 10 mg atorvastatin 1 lin/ngiy. Pap img digu i
:tuilhiénH"iringnnngvﬁmgItuin.u‘ﬁdﬂpim;iﬁidnhrﬁmghtdm:u'mgﬂmg4nﬂn.Dﬁpt‘mg
ndy duoe duy trl trong qud trinh si dyng loe dai.

Ting cholesterol min cé tinh gia dinh ding hop tir

Hién chum ob nhidu dit ligw trén d&i twgng bénh nhn ny (xem phin £dc tink diroe hee hoe).

Liku diing el storvastutin trén biénh nhin ting cholesterol miu ¢ tinh gia dinh ddng hop tir 14 10 mg
dén 80 my/ngiy. Trén nhimg bénh nhén ndy, nén ding storvastatin nhu i mit thude phéi hop voi céc
bién phiip ha lipid miu khéc (vi dit nhir truyén LDL) hofie it dyng khi khing con cde bign phip khic,
Rii logn lipid miu nghiém trgng trén binh nhin nhi

Kinh nghiém sir dung trén nhom ddi twomg bénh nhén nhi méi chi gigi han wén sd hegng nhi bénk
nhin (tir 10-17 tudi) co rbi logn lipid méu tinh gia dinh, Lidu khii diu khuyén cdo o nhom dbi tugng
ndy 14 10 mg storvastatin mdi nghy. Lidu ding of thé ting 1én 1 20 mg atorvastatin mdi ngay tiy
theo khi niting dip img va dung ngp. Lidu dimg nén duge cu the hoa cho timg bénh nhin theo muc
Iiiudiéul_ﬁki'u.::.rhw.in]ﬁ:nnphin[:‘h.idinhviﬂi:mdldlmlwhw}.ﬂiéuchlnhﬁéurﬂndnw
thigo hign cach quiing 4 tudn hafic trén 4 win.

Sir dung o binh nhin suy gan

Nén thin trong khi sir dung thubc & cdc bénh nhin suy gan (xem Canh bdo vi thin tronyg khi dimg
thude v Dde tink dwge ddng hoe — DAl ngmg dde bigr). Chong chi dinh sir dung thubc trén nhimg
bénh rihiin c6 bénh gan tifn trién (xem phiin Chdng chi dinh).

Sir dyng & binh ahin suy thin
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Bénh thin khong lim dnh hivmg dén ndng 44 atorvastatin trong huyét tuomg hay mire d giam LDE-
C cisa alorvastatin, Do d6 khéng cln phii didu chinh lidu & cic bénh nhin niy (xem phin Cinh bdo
Vi thin tromg khi dimg thdc),

Sir dyng i ngwii ean tudi

Bic tinh vé an todn vi hidu qua cia thude & nhimg bénh nhiin trén 70 tubi st dung mir liéu khuyén
cdo A tromg 1y so vir nhém ddi tomg thng quit (xem Hdc tink dioc ding hoc - Dol twomg dic big),
Diing phii hop vii che thube khic

Trong nhimg tnemg hop cln chi dinh phii hop amorvastatin véi cyclosporin, liéu ding cia
atorvastatin khang nén vugt quid 10 mg.

Trank sit dung dong thiv vii telaprevir, hodic két hop tipranaviriitonavir.

Bl quan sét thily céc twomg tae dege ding hoe gita atorvastatin v cde chiit ie ché protease virus
elly suy gigm mign dich & nguii (HIV) (lopinavir phisl hop v ritonavir, saquinavir phili hop v
ritonavir, darunavir phil hop véi ritonavir, fosamprenavir, fosamprenavie phii bop vl ritonavir,
nelfinavir), chit ic ché protease virus Vigm gan C (boceprevir), clorithromycin vl itraconazol diin
ﬂ‘EnIhﬂngnﬂnngdﬁmmnglﬁnm&nlﬁnmihichldiphﬁﬂhu&cnﬁfdiqg
dbng thivi vii storvastatin vé khuyén cdo nén oo dinh gid lim sing phi hop dé dim bao dp dyng lidu
mﬂmhtﬂpnﬂlﬁnmﬁ{mpmﬂﬂhﬁuumu-ungkhidirglhwcﬁplﬁnTmum:
thudc),

Khuyén cho nén bit diu didu trf véd 1idu thip nhit co the dyng, sau 48, néu clin thidt, ¢ the didy
chinh lidu theo nhu clu v dip img cin timg bénh nhin bing chch ting lidu timg dot cich nhou khing
durdri 04 tudin va phii theo dBi cic the dung khing mong mudn cia thude, ddc higt 14 cac the dung
khong mong mudn di vivi hé ea.

Thube cé chim hogt chill storvastatin khi ding phéi hop vii amiodarone, khdng nén dimg qua 20
mg/ngay.

Khing sir dyng qua 20 mg slorvastatin/ngdy khi phéi hop véi darunavir + ritonavir, fosamprenavir,
fosamprenavir + ritonavir, ssquinavir + ritenavir. Khing sir dygng qud 40 mg atorvastatin'ngdy khi
phii hop voi nelfinavir.

CHONG CHI BINH

Chéing chi djnh storvastatin cho cie tneimg bop sau:

- Qud miln viéi atorvasuatin hodic bit ki think phin nio cis thude.

- Bénh gan tién wrién holic thng transaminase miu khing rd nguyén nhin vuetl qua 3 lin so voi gidd
han trén cin ming binh thudmg.

- Pang mang thai, cho con bi, hodc phy nit cb khi niing sinh sin md khing sir dung bi¢n phip trinh
thai thich hegp.

- Bidu trj biing thude khing virus viém gan C glecaprevir/pibrentasvir.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Anh hwdng trén gan
Eﬁnﬂlur.hﬁnxﬂ:ﬁﬁmm:ymgmhuﬂ:ﬂﬁhﬁl&udﬂéuuihingﬂhﬁhﬂmlmﬁnghwcﬁi
dinh lim sing yéu ciu xét nghiém sau d6. Bénh nhin cb ting tmansaminase nén duspe theo ddi cho dén
khi cic hit thinmg dugpe phyc. Néu mire ting transamingse vuot qud 3 lin giéi han trén cia mire
bink thwémg, nén giam lidu hodc ngimg ding atorvastatin,

Mén sir dung cdn thiin morvastatin & nhitng bénh nhin ung nhidu repu bogc €6 tién sir bénh gan.
Dy phitng djt quy bing cich gidm tich cye ning 4§ cholesterol (SPARCL)
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Tmngﬂﬂnﬂnhhﬁ.ldinhﬂnhﬂnshﬁnhmindﬁtquxklﬂng:ﬁhﬁtﬂﬁnm:hvhﬂtbidﬁtqux?ﬁnﬁy
hul:cm:hﬂumiuﬂnummqumuﬁmguywdﬂtquxxuﬁhwElmﬂrhhhnhlnbﬂtdnudimg
atorvastatin 80 mg duge 50 sinh vai nhom ngin ding 'im.ﬂglgwqymgmdkmﬂ

nhing bénh nhiin co dit quy xudt trunche A hode nhidi mau & kKhuyét khi hit diu nghién cin. DI

viri bénh nhin oo dot quy xuft huyét trude 36 hode nhdi mdu & khuyet, sit cin bing gitem loi ich va

nguy co khi sit dyng atorvastatin 80 mg 1 khing chic chin. Vi nguy cor At quy xudt huyét nén duge
cdin nhc k§ luimg trede khi bit diu dot dicu tri.

Tihc ding trén oo xuong

Giding nhar cic chil e ché HMG-CoA reductase khic, & mit f 1§ hidm gip, atorvastatin ob th dnh

huimg dén co xuomg v gy dau ca, viém co, ede binh vé co vi of thé phit trién thinh tigy co vin,

mét tinh trang nguy hidm co thé de doa dén Linh mang va cé dic diém li ting creatin kinase (CK) 10

I4n so viii gici han trén cin mic binh thutmg, myoglobin miu va myoglobin nigu ¢6 thé din dén suy

thijn.

Rt hidm o6 nhilng bdo cio vé cac tnrtmg hop hogi tir co qua trung gian mién dich (IMNM) trong

hofic sau khi didu tri véi mit s6 stutin, IMNM duge dic tnmy bai sir yéu co dii kéo dai va ting

creatin kinase mdu, che trigy chimg niy vin kéo dai di di didu trj bng statin, khang thé khing

HMG-CoA reductase vi i thién khi didy trj bng cac thubc o chié midn dich.

Trude ki bt ddu didu tri: Nén thin trong khi chi dinh storvastatin cho nhig bénh nhin cf chc yéu

th tin & giy tidu co vin. Cin xéc dinh ndng &) CK trude khi bit diu didu trj statin trong céc trising

hip sau:

» Suy thin.

s Suy gidp.

s Tibn sir cd nhiin hojc gia dinh mic bénh co di truyén.

o Tién sir bj bénh co do sir dung statin hofe fibmt trude da.

« Tiénsir bénh gan vivhoge wing nhidu rugu.

» Nyt coo tudi (= 70 i), cin cdn nhic vige do mic CK dyn trén sir hign dign con cde yéu 10 dé
mie phiti bfnh tidu co vin,

« Cic tinh hudng cé thé xiy m tinh trgng ting ning 4 trong huyét hromg, chiing han nhur twomg tc
thufic (xem phin Tuemg fdc, fermg ky cda thudc) v cic quin thé die bidt bao ghm cée nhom di
truy én (xem phin e rink diroe dimg hoc),

Teong cic truémg hop niy, cn cin nhic thin trong git nguy co v bei ich didu tr o6 the dat duge vi

khuyén céo gidm sit lim sing trong thn giun didu tr.

Néunan;d@cxm;mgké{}sﬂnmﬁimmmmmmmmmmﬂmmummﬁu

didu trj hing alorvastatin,

ﬂhﬁ!ﬂp‘ﬂgmnﬂulhﬂu:m;rbﬁuhImn&m@fﬁmﬂﬁﬂp&{&xmﬂhﬂn:ﬁ
m@m&ahak?nguyannhmmijmm:&mmmcuﬁﬂr&muuanhqmm
nhic chinh xéc dya trén gid tri ndng 40 CK do duge. Néu ndng d§ CK cao hom ding ké so vi cie gia

irj cor ban (> § ln giti hon trén cis mire binh thuime), nén dénh gid lgi trong vong 5 dén 7 ngay s

dé xic nhin két qui,

Trong qui trink didu trj: Bénh nhin cin thdng bio khi ¢ cée biéu hign vé co nhir dau co, chudt it

hofic yéu co, dic bigt néu kém theo tinh trang mét moi hofie sit. Néu cic tridu chimg nay xdy ra trong

khi bénh nhin dang due didu tri bing atorvastatin, cin do ndng 49 CK cdn bénh nhin,

Néu ndng 4§ ndy thay 86i ding ké G- 5 ln gidi han trén cita mirc binh thuimg), nén ngimg diéu 1.

Néu ciic trifu chimg trén co nghiém trong vit gity kho chiu hing ngiy, ngay c khi ning df CK ting

lén ér mire dui 5 lin gici hen trén cda mic binh thuime, nén ngimg didu trj.

=
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Wi eic trifu ehimg ndy duge gidi quyét vt ndng 49 CK da trér lod binh thutmg, thi c6 thé xem xét 1
sir dyngz atorvastatin hofic dimg statin khic thay thé & ligu thip nhit vi duoc gidm st chit che,
Ciin ngimy sit dung atorvastatin néu cb sy ting 1én ding k& ndng 40 CK (= 10 lin gici han trén cia
mire binh thirimg), hodc néu cb nghi ngi téu cor viin.
Pitu trj ding thid v che thube khde
wammmmmmmmﬁiwnminmmmﬁmﬂmmm
4% storvastatin trong huyét wrong nhr cie irc ché manh CYP3A4 hoBe protein viin chuyén (vi
du ciclosporin, telithromycin, clarithromyein, delavirdin, stiripentol, ketoconasol, voriconazol,
itraconaznl, posaconazol, letermovir va céc thuic e chi protease HIV bao gbm ritonavir, lopinavir,
atnzanavir, indinavir, daranavir, tiprenavir/ritonavir vv.). Nguy oo bénh trén co ciing 6 thi ting 1én
khi sit dyng atorvastatin déng thin voi gemfibrozil vi din chit cia acid fibric khic, thube khing virus
ditu trj viém gan C (HCV) (boceprevir, t:l:zrwil. efbasvir/grazoprevir, ledipusvir/sofosbuvir),
erythromycin, niacin hode ezetimib, Néu cb the, cin nhic lya chon cie ligu phip thuy the khic
(khiing twomg tic) thay vi két hop cdc sin phim thude niy,
'I‘mguuﬁnghquﬂuMdﬁqﬂﬁmmﬁ:mm%ﬁmu&wm&nuﬁhhﬁ
fch va nguy co didu iri. Khi bénh nhin didu 1 dang ding cdic lam ting ning &0 worvastatin
mmhurgmm;,réﬁdﬁngmmﬁuﬁiih hom. Mgodi ro, trong trodmg hop of mdt cia
thudie e ché CYP3IA4 manh, cin cin nhic didu tri bing storvastatin vai licu khoi diu thip hon va
nién theo disi 1m sing thich hgp d6i voi nhimg bénh nhéin nay.
Khiing nén phéi hop atorvastatin v cic sin phim chim acid fusidic dimg toin thin hodie trong thisi
gian 7 ngidy sau khi ngimg didu i bing scid fusidic. O nhimg béoh ohin bit budc phil ding acid
fusidic, nén ngimg sir dyng e satutin trong sudt thisi gian diéu trj bing acid fusidic. DA cb bio cio
vit cdc tnimyg hop tidu co viln (bao gom i cée tnsimg hop 1 vong) & nhimg bénh nhin sir dyng két
h;lpﬁ:idl’u:':d:itﬁﬂﬂtih.Hénhnhinrénduwluvﬁﬂd!thnd!nmcﬂngqréummbﬂk?ui?u
chimg niko trén co hode dau co, Lidu phip didu tr bing statin 6 thé tiép tye 7 ngiry sau khi ding licu
acid fusidic cudi cling.
Trong tneimg hop die bigt cin didy trj biing acid fusidic kéo dii, vi dy trong tnrimg hop didu 11
nhitm khudn ning, cin cin nhic phii hop atorvastatin vi acid fosidic 30i viri timg ca bénh cp the va
dui sy gim st y 1€ chiit chi,
Nguy co bénh vé co vivholic tiéu co viin cé thé thng lén khi dimg dong thir thube i ché HMG-CoA
reductuse (vi dy atorvastating va daptomycin. Clin clin nhic tgm thii ngimg dimg atorvastatin & nhimg
bénh nhin dang dimg deptomycin trir khi lgi fch cia vige ding dong thiri Iom hom nguy co. Néu
khding thé trdnh dimg déng thir, nén do ndng & CK 2-3 lin mdi tudn va theo dai chit ché binh nhin
dé phit hién bdt k¥ du higu hofic trigu chimg nio cia bénh,
Tré em: Khing cb dnh huimg im shng ding k& ndo cia thude trén sy phit trién vi sinh dye duge
phit hién trong mit nghién cinu dii 3 nim thing qua dinh gid giai dogn Tanner vit do chidu cao ciin
ndng ca ird,
:;i:hphﬂlhl:Mﬁimﬁmﬂughqpplhh@hmﬁikédlduwhhmhvﬁimﬂ:ﬁsuﬂmﬂ:ﬁ#ihi
tri dai han. Cac dio hitu cb thé bao phm thiy dic, ho khan v suy gitm sire khde (mt moi, gidm
clin v sdt). Néu nghi ngér bénh nhiin bi bénh phii k&, nén ngimg dimg statin.
Pii thie dwimg: M{t sb bing chimg cho thiy cic statin gidng nhut mt tic nhin lam ting duimg
huyét, vit & mét sb bénh nhin e6 nguy co mic d6i thio dwimg cao, b thé gdy m ting duimg huyél,
Tuy nhién, tc dyng gidm nguy co trén mach méu duge dinh gid cao hon nén diy khing phai 4 1y do
& ngimg diu tri bing statin, Cilc bénh nhin ed nguy co cao (duimg huydt le doi 5,6 - 6,9 mmol/L.,
BMI > 30 kg/m’, thng trighycerid, tAng huyét dp) nén duge theo doi ci trén lim sing vi sinh hia theo
cac hudmg diin didu tr hign hinh,
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Bhlnhmuﬂﬂmﬂrml't

Trong mit s trisime hop, statin duge bédo clo oo thé giy ra cde khii phit mdi hode lim wim trong
thém bénh shuoe co hodic nhuge co mit, Nén ngimg ding atorvastatin néu cic tridu chimg trim trong
hom, P e bdo cdo vé tinh trang i phat triéu chimg khi ding (lpi) cling mit statin hojc logh statin
khie.

Ti dwge: Thudc nity c6 chir lactose, Bénh nhiin ¢b vin d& vé di truyén hiem glp khing dung ngp
galactose, thifu hyt lactase Lapp hodic kém hilp thu glucose-galoctose khing nén ding niy.

S0 DUNG THUOC CHO PHY N7 CO THAL VA CHO CON BU

Phy nir trong 09 tudi sinh sin: Nén ding thude trinh thai duémg uing cho phy i trong 80 i sinh
siin dang diing alorvastatin,
I"h'uﬂ-un;lhi:ﬂﬁmgﬂﬂdimutmnﬂmln:h}phunnnu&pmni,nnlummlhﬁcmﬂw
nif o6 thai chim duge thiét 1ip, Khing cb thir nghigm lim sang d6i chimg ndo vl atorvastatin dugc
thyee hign & phy ni ¢b thai. Céc hdo cdo hiém gip vé di 19t bim sinh sau khi tidp xide voi chilt io ché
HMG-CoA reductase 3 duge ghi nhin, Cic nghidn cini trén diing vt eling cho thiy cdc dje tinh trén
sinh sin.

Didu tri bing storvastatin cho me c6 thé lim gidm ndng 3§ mevalonat trong béo thai, dy 14 tién thin
cim sy tdng hop cholesteral, Xo vitn ding mach 1 mist qua trinh man tinh va vige npimg ding thube
h lipid mig trong thiv gian mang thai 58 khing dnh hudmg dén nguy oo lin dii cha chimg ting
cholesterol mauw,

Vi nhimg 13 do trén, khing nén ding atorvastatin & phy nif c6 thai, dang cb ging mang thai hode nghi
ngdr mang thai. Nén ngimg ditu trj bing atorvastatin trong thiv gian mang thai.

Phy niF cho con bi: Khing ro lidu atorvastatin hode chit chuyén héa cia nd o6 hif tiét rong sita me
hay khing. (3 chudt, nong 89 atorvastatin trong buyét tromg v chilt chuyén héa od hoat tinh tromg 1y
nhu cie chilt nay & sim. Vi 6 thé xiy m cic thc dung khing mong mubn nghiém trong, cic ba me
didu trj biing wiorvastatin khing néa cho con bi. chi dinh dimng atorvastutin trong thivi gian cho
con b

Khi niing sinh sin: Cic nghidn cira trén ddng viit khiing cho thiy storvastatin o dnh hutmg trén khi
ndng sinh sin cia c hai gidi.

ANH HUGONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Atorvastatin o dnh huomg khiing dang k& dén kha niing 18i xe va viin hinh may mie,

TUGNG TAC, TUONG KY CUA THUOGC

Anh hwimg cia cic thude didu tr ding thi viri atorvastatin
Atorvastatin duge chuyén bia bii cytochrom PAS0 3A4 (CYPIA4) va 13 mdt co chilt cia proctin vin
chuyén, polypeptide vin chuyén anion hine co 1B1 (OATPIBI) va chit vin chuyén 1B3
(OATPIR3), Cic chit chuyén hia cla atorvastatin 1i chilt nén cia OATPIBIL. Atorvastatin cling
duoe xic dinh 13 chét nén cim chilt viin chuyén thude rm P-glycoprotein (P-gp) va protein khing ung
mum{BﬂRF}.aﬁﬂhmﬂlex‘lhubm#lv&hﬂ iét qua mijl clia atorvastatin, Viée sir dung
dhgﬂiﬁfﬁimmﬁ:imm:EETFiﬁdlunﬁ:wnﬂinﬂnﬁw&rﬁthﬁm nong d
atorvastatin trong huyét tuong vii ting nguy co dnh himg rén co. Nguy co ndy et the thng lén
khi diing storvastatin v cdc thube khie o khd niing giy bénh trén co, nhur din cia acid fibric
vii ezetimib,

Thudc i ché CYPIA4

Cic chit ¢6 khi niing e ché CYP3A4 mpnh d8 dugc chimp minh ldm ting ding ké ndng 40
atorvastatin. Clin trinh sir dyng phdi hop céc thudc ic manh CYPIA4 (nhu ciclosporin,
telithromycin, clarithromycin, delavirdin, stinpentol, ketoconnzol, voriconuzol, posaconazol, mdt so
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thude khing vires duge sir dung trong THCV (vi dy elbasvir/grazoprevir) va cic thude e ché protease
diéu tri HIV nbwr ritonavir, lopinavir, stazanavir, indinavir, darunavir,...) n_E.l ey the, Trong tnsimg
hop khing thé trinh ding déng thin cic thube ndy véi atorvastatin thi nén bt diu i ligu thip nhit,
cin nhfic vé lidu 1i da atorvastatin ¢b thé dimg v nén theo dai bénh nhin chit ché.

Thuie irc ché CYPIAS & mire 3 trung binh (vi dy erythromycin, diltinzem, vernpamil va fluconazol)
ot ihé lam ting ndng 40 storvastatin trong huyét twomz, Nguy co mic cic bénh trén co ting 18n khi sir
dyng phifi hop erythromycin vis statin. Cée nghidn cire twong téc dinh gid te dyng cis amiodaron
holic verapamil storvastatin chua duge thyre hifn, Cic amiodaron vﬂmupmnﬁdﬂuﬁtché hoat
ding cia CYP3A4 vit phdi hop v atorvastatin co thé lim ting ndng 4 atorvastatin, Do dé, nén cén
nhilc vé lidu 16i da atorvastatin cd thé ding vi nén theo d0i bénh nhin khi phii hop digu tri cdc thube
nity. Clin theo di lim siing thich hop sau khi bt diu boge sau khi diéu chinh litu ciia chét e ché.
Thudc edm img CYPiAS

Diing dfng théi atorvastatin voi thube cam émg cytochrom P450 3A (vi dy cfavirenz, rifampin, St
John's Wort) e thé lim gidgm ndng 40 atorvastatin trong huyét tuong & nhiéu mic 4 khic nhau. Do
co ché tuomg the kép cin rifampin (thuie cim (mg cytochrom P450 3A v e ché protein viin chuyén
OATPIB1), nén diing dbng thii storvastatin vii rifampin do viée sir dyng atorvastatin chim hom sau
khi diing rifampin cb lién quan dén sy giam ding ké ning 4§ storvastatin trong mau. Tuy nhién, chu
1 dnh hiomg cia rifampin i voi nong d atorvastutin & 18 bio gan va néu vide phii hop 1a khng
thé trinh khéi, bénh nhén cin duge theo d6i higu qua chiit ché

U'c ché protein win chupém: Cic thubc e ché protein viin chuyén o the lam ting nong 4§
atorvastatin todn thin. Ciclosporin va letemovir déu 14 chét i ché protein viin chuyén lign quan dén
sy philn bd cia atorvastatin, e & OATPIRI/IAY, P-gp v BCRP din dén ting ndng di toan thin
clia storvastatin. Téc dyng cia sy ic ché vin chuyén nay dén di atorvastatin trong cic 1& bdo
gan chun duge xie dinh. Néu viée phii hop la khing trinh khoi, cin gigm lidu vi gidm =it hifu qua
trén lim sing.

m:gmm;mﬁuﬂrmmm;mdw dom die cic fibrar ddi khi cé thé diin dén cdc viin
dé ve co, bao ghm ca tidu co viin, Nguy co céc bien ol trén co co thé tng khi st dung dbng thii vai
cdc din chdt cin acid fibric va atorvastatin. Neu bit bujc phii ding ding thivi cic thuoe nay, nén
ding atorvastatin & lidu thip nhit c6 thé dat dwge muc tiéu diéu trj va bénh nhén cin duge theo dbi
mit cich thich hop.

Ezetimib: Sir dyng don dic eretimib ob thé din dén cic bién cb trén co, hao gdm cd tiéu co viin
Nguy oo cia bién of niy c6 thé ting Jén khi sir dyng dbng thisi exetimib vi atorvastatin, Cén phi
gidm sit lim sang thich hop cho nhimg bénh nhiin ndy.

Colestipol: Ning di storvastatin trong mau va cic chilt chuyén hoa cé hogt tinh cia nd (13 1& nong 45
atorvastatin 0,74) thip hom khi phii hop colestipol véi storvasiatin, Tuy nhién, hidu qua giam ma
miu 58 ciing cao hon khi sir dung déng thid atorvastatin v colestipal so véi khi chi dimg dom dijc
mit trong hai thude ndy.
MH]HH#:ngymni:bﬁnhvéwhngﬂmth!umvincﬁthéﬂngﬂnkhidmahguﬁndd
fusidic vifi atorvastatin, Co ché twong the ndy (dugc ddng hoe hode duge lie hoe, hoe ci hai) vin
chim duge bidt. D c6 bio clo vé cic tnrimg hop tide co vin (bao gbm mit sd tnrme hop tir vong) &
mﬂmmmhu&:ﬁmmﬁmm.M&u:&nmienghﬁaihmmmidrmmi:dmug
todn thin, nén ngimg dicu 1rj storvastatin trong sudt thivi gian digu 1 bing scid fusidic

Colchicin: Mic di céc nghién clu tuomg tic vin etorvestatin v colchicin chua dupe thye hin, céec
trimg hop gép bién b trén co 43 duge béo cdo khi ding dong thin atorvasiatin vi colchicin,
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Daptomycin: Ciic troimg hip bénh vé co vivhoge tiéu co viin di duoe bao cio khi ding thube o ché
HMCG-CoA reductase (vi dy atorvastatin) dbng thiri véi daptomycin, Néu khong thé trinh dimg ddng
thiri nén theo d&i im sing chil ché.

Anh huimg cia atorvastatin trén cie thude khde

Digaxin: Khi ding ding thin nhibu liéu digoxin va atorvastatin 10 mg, ndng d) digoxin & trng thii
n dinh ting nhg. Bénh nhiin dimg ding thin v digoxin ciin diroe thea dii thich hep.

Thudc trdnh thai dwimg ndng: Si dyng ddng thin atorvastatin vi thude trinh thai dudmg odng lam
ting ning &0 norcthindron vi cthiny| estradiol trong huyét tuomg.

Warfarin: Trong mit nghién ciu lim sing & nhimg bénh nhin didu trf man tnh véi warfarin, diing
diing thivi atorvastatin B0 mp/ngiy voi warfarin lim ting 1,7 gifly théri gian prothrombin trong
4 ngity diiu dimg thudc vi tré Jgi binh thwimg trong 15 ngiy didu trj vl atorvastatin, Miic dis chi et
hi&mm!:ﬁkhhﬁuvémmuhpmuﬁnmﬁ:mﬂimugﬁcnhéngudﬁngdu&nguﬂngminghh
trén lim sing, nén xéc dinh thini gian prothrombin trede khi bit diu didu tri véi atorvastatin & nhimg
bénh nhin ding thude chng ddng coumarin va thiémg xuyén trong thén gian diu cia dot didu i dé
ddm bio khdng cb sy thay dfi ding ké then gian prothrombin. Khi xde djsh duge thii gian
prothrombin &n djnh, thivt gian prothrombin o6 the duge kicm seat trong mit khoang khuyen cio dii
viii bgnh nhin sir dyng thufe ching dong coumarin, Néu thay déi libu atorvastatin ngumg sir
dyng thi phai Kp lei qud trinh ndy. Lidu phip dicu trj v atorvastatin khing lién quan dén chity mdu
hodic diin dén thay doi thivi gian prothrombin & bénh nhin khéng ding thudc ching ding mau,

Tre em

Cée nghién cing tromg tie thude-thude man chi duge nghién el & ngwod eomg thinh. Mire 6§ tong
tihe & tré em chim disge xie djnh. Ciic trong tde drge dé cip & trén dii vid ngodi 1ém vl eie cinh bio
cfin dirge xem xét dén khi didu tri cho tré em.

Tuong the thudbc
Bang 1: Anh g cua thude dimg ddng thei trén dre ding hoe cia Atorvastatin
Thudc dimng ding thir - Atarvastutin
vi lidu sir dyng Litu dimg (mg) | T% 1§ AUC* Khuyén cio lim sing"
Glecaprevir 400 mg OV Chiing chi dinh ding dlng thér v
Pibrentasvir 120 mg OD, | 1* ™8 O trong 7 8.3 cie sin phim co chim glecaprevir
7 ngiiy By hofic pibrentasvir |
Tipranavir 500 mg
BilVRitonavir 200 mg | 40 mg vio ngay 1, 04
BID, § ngiy (ngiy 14 | 10 mg vilo ngiy 20 ; Trong treimg hop cln ding dbny
dén ngay 21) thiri vin atorvastatin, khing dnlE:
e W e ram— vurt quit 10 mg atorvastatin mdi
Tt E:‘ﬂ . | 20mg 8D 79 ngily.
: : il ! — Nén theo dii lim sang nhimg bénh
Ciclosporin 5,2 nhiin niy.
me/kgingdy, lidu ding | '° mﬂﬂ:lwluﬂ 8,7
én djnh g
Lopinavir 400 mg Trong truimg hop phii hop v
BID/Ritonavir 100 mg Iﬂ“mﬂ““““‘ 59 | mtorvastatin B cln thidt, khuyén clo
BID, 14 ngiy y diing atorvastatin o libu duy tri thip
: hem. Khi lidu atorvastatin vinot qud
_Ehtﬂnmnjrmiiﬂfg B0 mg OD trong B 4,5 W_mm.thsﬁlﬂﬂﬂlﬂ'lwﬂ_,

B/

W B A



https://trungtamthuoc.com/

BID, 9 ngiy nghy & nhimy bénh nhin nay.
Suquinavir 400 mg
RIDVRitonavir {300 mg
BID tir ngy 5-7, thng
lén 400 mg BID vao | 40 ™8 OD trong 4 19
ngity 8), ngity 4 - 18, 30 ngRY
B Beis Trong truimg hop phdi hp v
Darunavir 300 mg 10 mg OD 4 mtorvastatin [ cin thict, khuyén cio
BID/Ritonavir 100 mg "‘*mﬁ“‘“ 34 diimg atorvastatin & lidu duy tri thip
BID, 9 ngiy ¥ mﬂliéumnmh in vasgn qud
. 40 myg, khuydn cio theo dii Lim
ltracomeole 200 mg OD, 4
. 4'151‘#“ “‘“ﬂ'i"""” 33 sing nhimg bénh nhin ndy.
Fosamprenavir 700 mg
BID/Ritonavir 100 mg | |9 M2 OD trong 4 25
BID, 14 ngiy s
Fossmprenavir 1400 mg | 10 mg O trong 4 23
| BID, 14 ngiy ngity el
Elbasvir 50 mg 00 H‘hmg&u ‘ P
ir 50 mg i virgt quid lidu hing ngdy 14 20
Grazoprevir 200 mg OD, '”“‘!ﬁ“"“” 1,95 ki ding dling th ves che sdn
13 ngity phim e chim elbasvir hode
Eranoprevie
Lidu diing atorvastatin khéog du:
Letermovir 480 mg OD, | 20 mg lidu duy 5 vugt qud lidu hing ngy 1 20 mg
10 gty nhi . khi diing ddng thiri vor cic sin
phim b chi letermovir
Nelfinavir 1250 mg BID, | 10 mg OD :
""""ITL@“‘“ mg uw“““ﬂﬂ 1,74 Khing 6 khuylin nghi cy thi
; Khing khuyén cdo ding ddng thin
i ity 40 mg, SD 137 | mocvestatin vi heong Mm nisdc ép
nipini
o & Sans Tidu khas dis hode saw khi didu
mmmﬁﬂmnn 40 mg, SD 1,51 chinh lidu diltiazem, khuyén céo
gidm sdt lim sing & bénh nhn
T AR
T Gnragy | omesp | g | CmE el
Amlodipme l0me.don | go1mg, 8D 118 Khing o6 kiwydn cio cp thé.
Cimetidine 300 10 mg OD trong 2
L e i 1.00 Khoung cb kiuyéa cio oy thi.,
| Colestipol 10g BID, 24 | 40 mgOD rong§ | 0,74%* Khong c6 khuyén céo cy thé,
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tusin tuin
mrﬂfg;*m“ﬁ:n 10mg “'3:’““’3 31 o086 Khémng cb khuyén cio cy thé.
17 ngity
Ehimﬁﬁ"ﬂrmﬂu' 10 mg trong 3 ngiy 0.59 Khing e6 khuyén cho cy thé,
Rifampin 600 mg 0D, 7 Neéu vide sir dung dong thiri 1
ngdy (cing thiri diém) SR L khéng thé trinh khai, khuyén cio
ihevia 0vmg 005 | g srtn o b
o 1 k (SUHIRE Cung vin
ngay (tich ridng) Wamgap o sit fim sing,
Gremfibrozil 600 mg Litu khdi dau thip hom va gidm sdt
BID,7ngiy | omedD ' | lim shng & nhimg binh nhin niy.
Fenofibrate 160 mg OD, . Liku khéri dau thip hen v gidm sit
7 ngfy 40'mg SD 103 lim sdng & nhimg bénh nhin nay.
Liéu khdri ddu thip hon vil gidm it
. im sing & nhimg bénh nhin ndy.
B“”F'“,_!' NOU vy 110, 40 mg SD 23 Liku atorvastatin khang nén vt
ngiy qui 20 mg/ngiy trong this gian si
dung thiri vdi boceprevir.

®Thé hign ty 12 cia didu tej (khi phidi hop véi thude khic so vai khi chi ding storvastatin).

*Xem mye tuong tio thude vit clinh bao 4 10 hom vé § nghia lim sing,

*C chim mit hoje nhidu thinh phén e ché CYP3IA4 v o6 thé lam ting néng &3 trong mdu ciin cic
thude chisyén hia qua CYPIA4. MO ly nude ép bl 240 ml lam gidm 20,4% AUC cia chit chuyén

hia chn hogt tinh orthohydroxy. Mt lugng Wm mnie ép budd (trén 1.2 Vngdy trong 5 ngay) lam Wing
AUC nhmxmmgéd;:ﬂh vih ting 1.3 lin AUC cia cie chit cé hoat tinh (e ché IMG-CoA
reductase (atorvastatin v chit chuyén hoa).

*oTy 1 dira trén miu dom san 8-16 gidr diing thide, )
OD: | lin/ngdy, SD: mdt lidu duy nhit, BID: 2 lin/ngdy, TID: 3 Fa/ngay, QID: 4 lin/ngiy.

Bing 2: Anh lueimg cria atorvastaiin trén dwge dng hoe cia cde thuie phdi hop

........ e ==
Atorvastatin vi il ey ﬁ
liéu dimg Tén thubetibuding | V16 Khuyén cio lim sing
B0 mg OD wong | Digoxin 025 mg OD, 20 115 Bénh nhiin ding digoxin nén duge
10 iy ngly LB Ihunilﬂitlﬁl&ﬁ.
22 ngdy oot I-mg 128 Khéng et khuvén cio ey the.
- ethinyl estradiol 35 g 1,19
80mg ODwong | “Phenszone, 600 mg 5D 1,03 Khﬂtunﬁihwﬁmh:_uilﬁ_. o
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13 ngdy
Tipranavir 500 mg
10 mg. 8D BRIV rtonavie 200 mg BID, 108 Khéng ed khuyén céo cy thi
7 ngity
10 mg, O trong Fosamprenavir 1400 mg
P BID, 14 ngiy 0,73 mmgmkhny&mql_mi
Fosamprenavir 700 mg
0 "’ﬂ;’;’“"ﬂ BiDVritonavir 100 mg BID, | 0,99 Khng e6 khuyén céo cy thé.
14 ngiy

%1 hign t§ 1¢ cita didu trj (khi pbi hop véi atorvastatin so voi khi chi diing storvastatin).
*Dhggﬂdihpmi!uliéummﬂnﬂphnm:hnlhhinhhummﬁhnicihﬂ.’mgphuhih
durge vé dij thanh thii phenuzone.

OD: | Wn/ngay, SD: 1 lidu duy nhdt, BID: 2 ldn/ngiy.

Tuomg ky _ )
Do khéing ¢6 cde nghién cim v tinh temg ky cin thude, khing trjn 1in thude ndy voi cic thube
khic.

TAC DUNG KHONG MONG MUON CUA THUOC

Dy trén it lidw thir nghiém Lim sang cia storvastatin o dii chifu vii gid dige trén 16066 bénh
nhiin (8755 vii atorvastatin v 7311 véi gid duwge) didu trj trong khoang thén gian trung binh 53 tudn,
5,2% biénh nhin phai ngimg dimg atorvastatin do thc dyng khing mong muiin so vii 4,0% bénh nhan
ditng il duge. Dym trén cac it lidu tir nghidn ciu lim sng vi bao cho trong théi gian leu hinh, e
dung khiing mong mudn cin alorvastatin theo hé co quan chiu dnh hinmg dinge trinh biy dudi iy,
Dinh gid che the dung khing mong mudn dya trén tin sult quy we sau: Rit thiimg glp (= 1/10),
th gip (> 1/100 dén < 1/10), it ghp (= 1/1000 dén < 1/100), hiém gip (= 1/10000 dén < 1/1000),
ril hidm plip (< 1/10000), khing i (khdng thé wic tinh tir nhimg dir lidu o =in),

Nhifm khuiin vi nhiém djc

Thrimyg giip: Viem miii hong.

Rbi loan miu vi hé bach huyit

Hifm glp: Gidm tidu ciu

Rili loan hi mifn dich

Thiimyg gip: Phan tmg dj img.

Rt hiém giip: Phin img phin v§,

Ri loan chuyén hin vi dinh dwimg

1hﬁggﬂ:Tﬂgduﬁngh¢E

It glip: Ha dwémg huyét, ting cén, chin iin.

Rbi logn tim thin

ft gip: Ac mdng, mit ngi.

Rbi loan bé thin kinh

Thuimg gip: Pau diu.

it gip: Chéng mait, mit cim gisic, budn ngi, rdi logn vi gidc, mit tri nhé.

Hiém glp: Bénh thiln kinh ngogi vi.

Rii loan miit
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It gap: Méa mie
Hiém gap: Roi logn thi gidic.
Khing rid: nhuge co mat
Rii loan tai vi tién dinh
It gip: U tai.
Riit hidm ggp: Mit thinh gide.
Rili loan hé hip, ing ngwe vi trung thit
Thisimg ghp: Dau thit vom hong, chay mau cam.
Rili loun tiéu his
Thuimg ghp: Tio bon, diy hoi, kho iy, bubn ndn, tiéu chiy.
it gip: N, dau byng trén va dindi, ¢ heri, vidm tuy.,
Ri loan gun-mit
It giip: Viém gan.
Hiém pip: 17 mit.
Eithiémg#p: sUY pan
Rii loun da vit hi thbng dwii da
it glip: Hﬁ.tm.:l}‘ hyrd!nmln ngi, rung the.
Hiém plip: Phit mach, viém da bao gdm hing ban da dang, hi chimg Stevens-Johnson vi hogi
hidu bi nhiém dic vi phiin img thube dgng lichen,
i or X vt mi kit
Thudmg gdp: Dau oo, dau khip, dau che diu khdp, co thit co, smg khdp, dau limg,
It gip: Dau cd, mdi co.
Hidm giip: Chimg dau co, viém co, tiéu cor viin, chin thuong gin, ddi khi c thé tnr nén phire tap do
din.
Khdug rd: Hopi tir co qua trung gian mién dich.
Rili logn hé sinh sin vii vi
Hiém glip: Chimg vil to & nam giéi.
Rii loan toin thin
It glip: Mét mai, kho chiu, suy nhuge, dau ngye, phit ngoai bién, sit
Kit qui xét nghifm
Thanimy glip: Xét nghiém chirc ning gan bét thuimg, ting ndng dd creatin kinase miu.
it gip: Nundwe tidu duomg tinh vivi bach céu.
Gibng nhir ce chilt e ché HMG-CoA reductase khic, ting transaminase huyét thanh 38 duge bdo
¢fo & nhimg bénh nhiin ding storvastatin, Nhimg thay doi niy thuimg nhe, thodng qua vi khing cin
phai gidn dogn didu tri. Tang transaminase cé ¥ nghia lim sing (> 3 Lin so vai gioi han binh thuimg
trén) iy ra & 0.8% bénh nhin didu tri biing atorvastatin. Sy ting gid trj nidy 6 lién quan dén lidu vi
b thé dio nguge & tit ci cic bénh nhin.
Ning do creatin kinase huyét thanh (CK) tng gip 3 lin so voi giti hgn binh thuimg trén xdy m o
2 5% bitnh nhin difu trj v&i storvastating tuemg ty nhu cde chift (e ché HMG-CoA reductase khie

trong céc thir nghiém lim skng. Nong 3§ thng cao gip 10 lin giti hgn binh thuimg xiy m & hénh
nhéin didu tr biing atorvastatin véi 1y 12 0,4%.
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Tré em: Tré tit 10 dén 17 twhi duge diéu tr bing atorvastatin glp phéi cic e dyng khiing mong
muinﬂhuhﬁrdlumnahﬁn;giiduuu.Hltm:-glﬁn:I.rzkhﬂngnmngmu&nlhr.ﬂugI rhilt & i hai
nhdm li nhifm khuin. Khing o6 dnh huimg ding sy ting tnrimg v phat trién vé gidd tinh trong
midt nghién cin kéo dii 3 niim dia trén dinh gid v& sy thng trudmg v phit trién ting thé, dénh gia
giai dogn Tanner va chidu cao, cin nfng. B¥ an todn vi khi ning dung nap & bénh nhi cling thromg e
nbr tinh an todn cia thode trén ngudi tnnimg thinh,

D Higu an toan trén lm sing trén 520 (ré em ding atorvasiatin, trong do cd 7 bénh nhin < 6 tudi,
121 bénh nhin tir 6-9 tubi, vi 392 bénh nhin tir 10 dén 17 wéi. Dyn trén cae sb ligu sin cb, tin suit,
logi va mire dd nghidm trong cla che phin img phy & tré twong ty nhr vin nguin Iém.

Cire tic dyng khiing mang mudn ssu @iy 48 duyge bio cio & mjil s6 statin:

- Roi logn chire ning sinh dye,

- Trikm cdam.

- Cie trusimg hop ngogi 1§ cau binh phii ke, dge bigt khi difu i dai han.

- Py thio dimg: tin sudt phy thude vio sy e mdt hodc khing ciia cac yéu 16 nguy co (dwimg buyét
lite dii > 5,6 mmol/l, BMI > 30 kg/m”, ting triglycerid, tién sir ting huyét ap).

Bdo cio tic dung khing mong mudn

Thiing héo ngay cho bie s§ boje dupe i khi gip ce tie dung khing mong mudn nhu trén khi si
dyng thubic holic bio cdo cic phin (mg co hai cia thude vé Trung tim Thng tin thude va Then dii
phin img ci hai cia thude (ADR) Qude Gie. Bja chi: 13 — 15 L& Thanh Téng — Hodn Kiém - Ha
Noi. Dign thoai: 024.3.9335.618; Fax: 024.3.9335642; Email: di.pveenteri@gmail.com).

QUA LIEU VA CACH XU TRI

Khimg eo bién phip didu tri diic hiéu voi qui lidu atorvasiatin. Néu qua lidu xiy m, hénh nhin cin
duge didy tr] tridu chimg v sir dung che bidn phip b tro, néu clin thiét. Cin thye hign xét nghigm
chire nng gan v theo doi ndng 45 CK huyét thanh, Do morvastatin lién két cao vai protein huyit
fomg nén khing nén thim philn mau 48 ting thii trir atorvastatin.

PAC TINH DUGQC LUC HOC

Nhdim dwoe ii- Nhom chong ting lipid miu (nhém thude (e ché HMG-CoA reductase, nhim statin)
M3 ATC: CIOAADS,

Atorvastatin hogt ddng theo co ché &c ché canh tranh vivi }hydm::y-:*-nwﬂryh!égluturyl coenzym
(HMG-CoA) reductase, lim ngiin cin chuyén HMG-CoA thioh mevalonat, mt tién chiit cia sterol,
bao ghm cholesterol. Trighycerid vii cholesterol trong gan dwge k&t hop thanh VLDL v phéng thich
vio huyét twomg 3& dua dén md ngogi bién. Lipoprotein tf trong thilp (LDL) duge wo thinh tir VLDL
va duge thodi bién mit cich nguyén phit qua thy thé LDL & lye eao,

Atorvastatin lém gim lipoprotein vi cholesterol huyét tuomg biing cich e ché HMG-Co reductase,
i chié syt téng hop cholesterol & gan v biing cich ting s huong cie thy thé LDL & gan trén bé mit
i bio tir do thng sir Wiy di vl thoii bien LDL.

Atorvastatin lim gidm sin xudt LDL vi lim gidm s lugng cée hat LDL. Atorvastatin lim gin ting
déng ké hoat tinh cia thy thé LDL cing véi syt thay ddi ed lgi trén tinh chilt cim e hat LDL tuin
hodn. Atorvistatin cb hidu qua trén vige lim gigm LDL & nhimg bénh nhiin ting cholesterol gin dinh
ddng hop tir, mdt quiln thé khing cb dip img binh thuimg vii thobe hy lipid.

Tromg mit nghién cim dip img difu trj theo lidw, atorvastatin (10-80 mg) lim gidm cholesterol todn
phdn tir 30% dén 46%, cholesterol LDL-C tir 41% dén 61%, spolipoprotein B tir 34% dén 50% vi
trighycerid tir 14% dén 33% trong khi néng df cholesterol HDL vi spolipoprotein Al ting vai mit t¥
1§ thay déi. Nhimg két qui ndy khing dbi trén bénh nhin ting cholesterol miu gia dinh di hgp i,
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nhimg thé ting cholesterol miu khing c tinh gia dinh, tng lipid mdu hin hop, bao gim bénh nhdin
dii thilo duwimy khing phy thude viko insulin,

Gidim lugmg cholesteron todn phin, LDL-C vit apolipoprotein B di dige chimg minh 18 giam nguy co
mie cie bién b tim mach vl 1 vong do tim mach.

Ting cholesterol min cd tink gia dinh ding hop ti

Trong mit nghién cire da trung tim kéo dii 8 widn v gini dogn mé ring thy chon b thid gian bién
H'Ji!rl.l’-i'h#nhn!ﬁrlﬂ-ﬁlﬁﬁﬂnﬂn.mﬂﬁﬁ:ﬁﬂﬂrﬂﬂmm:ﬁﬂnﬁuﬂnﬁnﬂnﬁq
chalesterol mdu cé tinh gia dinh déng hp tir. Trong sb 89 bénh nhin ndy, tf 18 phin trim gidm LDL-
Euunghmhmmm.mindw:dﬂngwﬂlihﬂnﬂnﬂﬂmmgﬂy-

Xor viva ding mach

Bréo nguge xo v dong mach bitng lifu phip giam lipid tich cpe (REVERSAL), the d0ng ciia
atorvastatin 80 my vi pravastatin 40 mg dbi véi xo vim ddng mach vinh d dupe dinh gid bing siéu
Am nji mach (IVUS) trong khi chyp X-quang mach mén trén nhimg bénh nhin cd bénh mach vinh,
Trong thir nghiém lm sang ngdu nhién, mi 46, da trung tdm, cd kifm sodt, sifu &m ndi mach
(IVUIS) duge thye hign tgi thini diém ban diu vil sau 18 thing trén 502 bénh nhin. Trong nhém dimg
storvastutin (n=253), khong co tifn 1rién cla xo vite dng mych,

Phin trikm trung binh tir mirc cor biin tronge tdng thé tich xo vita ddng mych (tiéu chi nghign cira chinh)
li -0,4% (p = 0,98) wrong nhém ding atorvastatin vi +2,7% (p = 0,001) rong nhém ding pravastatin
(n = 249). Khi so sénh vii pravastatin, the dyng cin storvastatin co ¥ nghia théng ké (p = 0,02}, Tic
dyng cii vide hy lipid tich epe doi voi cie di kﬁqm’l&ﬂmmh{ﬂdu:nhu:iu&ntﬁitbﬂng
mp:h,nhﬁrimﬁumiimk}u'mgtﬁ'mng.ﬁrwngdn-dmgmuhﬁnh}khﬁngduﬁ:nglﬂnr:ﬂ'utrung
nghién clu niy.

) nhim dimg atorvastatin, LDL-C gidm xuing mire trung binh 14 2,04 mmol/L + 0.8 (78,9 mg/dl +
30) so viri mire ban diu 14 3,89 mmol/ £ 0,7 (150 mg/dl £ 28) vi & nhdm ding pravastatin, LDL-C
ﬁhxuﬁngmﬁ:mbﬁﬂI.ll.ﬂfvmmnh’liIl'?fllﬂmﬂdlilﬁjmwﬁimmmﬁulﬁi.ﬂmm
£ 0,7 (150 mg/dl + 26) (p < 0,0001). Atorvastatin cling lm gidm ding ké cholesterol todn phin
34,1% (pravastatin: -18,4%, p < 0,0001), ndng 9 TG trung binh 20% (pravastatin: -6,3%, p <
0,0009), vi giam apolipoprotein B trung bink 39,1% (provastatin: -22.0%, p < 0,0001). Atorvastatin
lim tng HDL-C trung binh 2,9% (pravastatin: +5 6%, p = NS). CRP gidm trung binh 36,49% & nhim
diing atorvastatin 8o v gidm 5,2% & nhdm ding pravastatin (p < 0,0001).

Kt qual nghién cina thu duge v lidu luong 80 me. Do &6, chiing khong thé duge ngogi suy sang liky
teymg thip hom.

D an todn vi khd ndng dung nap cia hai nhom dicu tr 14 weong duong nhau.

Tic d6ng cia vige hy lipid tich cye 1én cde chi sb chinh v& tim mach khéng duge nghién ciu trong
nghién cine ndy. Do d6, ¢ nghia lim sing cia nhimg két qud hinh anh ndy lién quan dén phong ngim
nguvén phat vi thir phit cia ede bién ed tim mach vin chira duge bide

Hi chimg mach vink cip tink

Trong nghién cine MIRACL, atorvastatin 80 mg di duge danh gia & 3086 bénh nhin (atorvastatin
n=1538; gid duge n=1548) bj hoi chimg mgch vanh ciip (nhdi mdu co tim khing cb séng () bojc dau
thit ngye khing &n dinh). Didu tr duge biit diu trong giai doan cdp tinh sau khi nhip vién viy kéo dai
trong 16 tudn. Didu tr bdng atorvastatin 80 me/ngdy lim thng thii glan xdy ra céc bidn of hodc sy
kign chinh, duge dinh nghia 1a tr vong do bét ki nguyén nhén nao, nhii miu co tim khing tir vong,
ngimg tim cin hbi sire, hofic dau thit viri biing chimg thifu méu co tim yéu ciu nhip vién, cho
thily nguy co gidm 16% (p=0,048). nity chil yéu 1 do giam 26% i nhdp vién vi com dau thit

viri biing chimg thigu mdu co tim (p~0,018). Cie chi tiéu phy khic khing dyt duge ¢ nghia
m ké ridng 1é (thng thé: gid dwge: 22,2%, atorvastatin: 22,4%).
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B an toén el storvaststin trong nghién ciu MIRACL phi hyp véi nhimg gi duge md

P CH CTTIIPEE TRER Y

I FREAFRE FETE FEL'F. 'L/
Anh hudmg cia atorvastatin lén bénh tim mgeh vinh v 1l vong vii khing giy 1 vong di duge dinh
gid trong mdt nghién ciu ngdu nhién, mi 46, o6 doi chimg gia duge, AngloScandinavian Cardiac
Outcomes Trial Lipid Loweri Am[hﬁﬂﬂT—ll;:LEﬁhnhlpbfunghmﬁtpumgﬂuﬂiﬁr
mwmﬁi.mm&ns&:ﬁimm:@mm trj duu thilt ngye, vt €6 mite TC < 6,5 mmol/]
(251 mg/dl). Tit ca nhin déu co it nhiit 3 trong sb yéu 18 nguy co tim mach duge xéc djnh trude;
gitri tinh nam > 55 tudi, it thudc, dii thito duimg, tién sit biah tim mpch vinh e mbi quan b bie 1
véri bérth nhin, TC: HDL-C > 6, bénh mach ngogi hién, phi dui thilt tréi, bién of mach nio trude 4o,
bt thudmg ECG diic trumg, protein nidw/albumin nidu. Khing phii tlt ci bénh nhin duge dua vio déy
udre tinh 6 nguy co cao méic bi ﬁﬂlhnnu:hdhﬂhn.ﬂinhrﬂinduwdihuihingll'islﬁnp
ng ting huyét dp (hojde ché 8 dimg amlodipine hojic atenolol) va atorvastatin 10 mg moi ngiy
{n=5168) hofic gid duye (n=5137).
Higu qui gidm nguy co tuyét d6i v iromg dbi eia atorvastatin nhur sau:

Ciic bién cb Gidm e tmﬁmﬁh - 5 | S E"’ T | Giktrf
tawomg 48 (%) | ey | MY A6 (%) P

CHD giy tr vong cing - !
VTR Kb i 1 non 36% 100 %0 vivi 154 1,1% 10,0005
Tlng sb cihe bidn cb tim
mach v cée thi thuft tai 2% 389 s0 viri 483 1,9% 0,0008
thiing mach
If:f s cée bien ci mach 9% 178 50 visi 247 1,4% 0,0006

" Dhea trin sy khaic bigt v 1y 18 cde v kign the xdy ra tromg (hdi gian theo d0i irung hink ld 3.3 ndm
CHD = binh tim mach vinh; M1 = nbdi mdu ce tim,

Téng & ca tit vong vi tir vong do tim mach gidm khéng ddng ké (185 so v 212 ea, p=0,17 vt 74 50
vin 82 ca, p=0,51). Trong phin tich nham phy theo gidi tinh (81% nam, 19% nit), téc dung o6 lgi cia
atorvastatin 2 duye thdy & nam gioi nhimg khong thé xic djnh duoc & nit gidi cd thé do ty 16 bién of
lhﬁpdrnluhnphunﬁ.I'?lﬁuimng:hungﬂmvmgdnﬁmmgdimhmvénmﬂl hrgmg & bénh
nhén nir (38 s0 vai 30 v 17 so vii 12), nhumg didu ndy khing ¢ ¥ nghfa thiing k&, Cé sy tromg the
ditu trj dang ke hilng ligu phip didu tri hy huyét ip ban diu. Két qui (CHD r vong cling vdi Ml
khiing tir vong) dA gidm ding ké nhir atorvastatin & nhimg bénh nhin duge diéu tri bing amlodipine
(HR 0,47 (0,32-0,69), p=0,00008), nhumg khéing giim & nhimg bénh nhin duge didu trj hing atenolol
(HR 0,83 (0,59-1,17), p=0,287),

The dyng ciia atorvastatin 81 vii bénh tim mach gly tir vong vi khong gly tir vong ciing duge ddnh
gid trong mét thir nghiém ngdu nhién, mi ddi, da trung tim, o d8i chimg gia duge, goi li nghiéa ctu
CARDS (Collsborative Atorvastatin Diabetes Study). Nghién cint thure hién & nhimg binh nhin bi
diti thio dwimg logi 2, tir 40-75 tudi, khing ¢b tién sit bénh tim mach va cé LDL-C <414 mmol/]
(160 mg/dl) va TG <6,78 mmol (600 mg'dl). Tht ca bénh nhin déu co it nhdi | mong cic yéu 16
nguy cor sau: ting huyés ap, hit . bénh viing moe, microalbuminu nify bojc macroalbumin nifu.
Bénh nhin duge dicu tr bing atorvastatin 10 mg mBi ngly (n=1428) hodc gid duge (n=1410) trong
théri gian theo déi trung binh 13 3.9 niim.

Hiu qui gidm nguy co tuyét dbi vt twong doi caa atorvastatin nhir sau:
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Giimngry | SN | Gim
Ciic bién cf co twomg adi | O co tuyt ddi' | Gid tri p
(%) RIS (%)
i dwye)
Céc bidn cb tim mach chinh (nhdi
min o T.I"" tir vong vii khdng i
i L’;‘E‘H:h“m"‘:d‘mm;*ﬁ“ E;m 7% 83 50 v 127 12% 0,0010
dau thit ngye khing dn dinh, CABG,
PTCA, i thing mach, dit quy)
E m‘xﬂﬁ”ﬂ e i 2% 3K 5o v 64 1,9% 0,0070
| Dt quy (1t vong vi khing ti vong) 48% Nsoviid9 | 13% 0.0163 |

| Dwa trén sy khde bigt vé 19 18 cdc aw kikn 1hé xdy ra trong thoi gian theo dai trung bink 1& 3,9 nim,
AMT = nhii mcu cor tim edp; CABG = bde edu ding mgck vanh, CHD ~ binh tim mach vanh; Mi =
mhii mdu e tim; PTCA = chup ding mach vinh gua da

Khing cb bing chimg vé s khac biét trong hidu qua didu trj theo gidi tinh, 3§ tudi hoje mire LDL-C
bun diiu clia bénh nhén, Mt xu hidng thudn loi 8 duge quan sit vé 1§ 1§ tir vong (82 ca tir vong
trong nhim dimg gid duge so v 61 ca tlf vong trong nhim ding atorvastatin, p = 0,0592).

Dt quy i phat

Trong nghién ciu SPARCL (Stroke Prevention by Aggressive Reduction in Cholesterol Levels), tac
dyng cim atorvastatin 80 mg mbi ngy hodic gia dupe ddi vii dét quy 43 duge dinh gig & 4731 bénh
nhiin bi dét quy hodc com thidu miu cyc b thodng qua (TIA) trong ving 6 thing trnde dé va khing
o tién sir bénh ding mach vanh (CHD). Binh nhin phm 60% nam gioi, tir 20-92 tudi (tudi trumg
binh 13 63 tudi), v co LDL ban diu trung binh 13 133 mg/dL (3,4 mmol/L), LDL-C trung binh 1a 73
mg/dL. (1,% mmoliL) trong qud trinh difu tri hiing atorvastatin vi 129 mg/dl (3.3 mmol.) trong qua
trinh dicu trj bing gi duge. Thivi gian theo dii trung binh 14 4.9 nim.

Atorvastatin 80 mg lam gifm nguy et vong bode khing tir vong do két cuc chinh 13 dit quy 15%
(HR 0,85; 95% CI, 0,72-1,00; p=0,05 hofic 0,84; 95% C1, 0,71-0,99; p=0,03 sau khi didu chink cic
yéu th ban dhu) so vl gid duge. TV 18 tir vong do moi nguyén nhin 12 9,1% (21672365) &b vei
atorvastatin so véi 8,926 (211/2366) ddi vai gia duge.

Trang mdt phin tich hiun kifm, storvastatin 80 mg lim gigm 5 & a0t quy do thidu mdu cue b
(21R/2365, 9,2% s0 voi 274/2366, 11,6%, p=0,01) vi lim ting ty 1§ dit quy do xuit huyét (5572365,
2.3% so viri 13/2366, 1,4%, p= 0,02) so vdi gid duge,

» Nguy oo dot quy xudt huyét ting ¢ nhimg béoh nhin tham gia nghién ciu o6 tién st 39t quy xuil
huyét (7/45 dbi vii atorvastatin so vii 248 dbi voi gia duoc; HR 4,06; 95% CL, 0,84-19,57) vi nguy
co dijt quy thidu mdu cye bi teomg ty gitn cie nham (3/45 dbi vii atorvastatin so vir 248 dbi vai gid
durge; HR 1,64; 95% C1, 0,27-9,82).

- Nguy co @it quy xudt huyét ting & nhitng bénh nhiin tham gia nghién ciry o6 nhdi mau & khuyét
trude do (200708 d8i voi atorvastatin so von 4701 881 v gin duge; HR 4,99, 95% CIL, 1,71-14.61),
nhumg nguy co 40t quy do thidu miu cyo b cling gidm & nhilmg bénh nhin nay (79708 &0 v
mtorvastatin so véd 102/701 A8 wii gid duoe; HR 0,76; 95% CI, 0.57-1,02). C6 khi ning nguy co 6t
quy thng & nhimg bénh nhin o nhii miu & khuyét trinde 46 ding storvastatin 80 mg/ngay.

T§ 1 tir vong do moi nguydn nhin 14 15,6% (7/45) ddi vai atorvastatin so véi 10,4% (5/48) trong
nhém bénh nhin b ddt quy xudt huyét wrude do. T¥ W tir vong do mgi nguyén nhin li 10,9%
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(T7/708) dbi v morvastatin so voi 9,1% (64/701) dbi v gid dupe trong nhém bénh nhin co nhbi
muu & khuyét tneoe d6.

Tréem

Ting cholesteral miu o tink gia dinh df hgp ti & tré em tie 6 - 17 tudi.

Mt nghién cim miv kéo dii 8 wilin 0& ddnh gid duoe ddng hoc, duge lye hoc, va tinh an todn cling
nh'n'ld'lin.hgdllnunmtﬁnﬂnnﬂﬂhﬂduwﬁénhﬂnh#htmviﬂmhlﬁhni&ngknm
cholesterol miu c6 tinh gia dinh dj bop tir duge xic nhin vé mit di troyén vt LDL-C ban diu >4
mmol/L. Téng cdng o6 39 tré em va thanh thidu nidn, tir 6 dén 17 whi, di tham gia. Nhém A bao
15 tré em, tir 6 dén 12 tudi v & gisd dogn Tanner 1. Nhom B bao gbm 24 tré emn, tir 10 deén 17 tuii vi
& piai dopn Tanmer >2.

Lidu ban ddu cia atorvastatin 14 § mg mdi ngdy dang vién nhai & nham A va 10 mg mdi ngiy dang
vién nén & nhom B. Litu storvastatin duge phép thng gip 461 néu ddi nagng khing dut duge myc tigu
LDL-C ld <3,35 mmol/L viio Tudn 4 vi néu sorvastatin duge dung ngp i,

G trj trung binh ¢ia LDL-C, TC, VLDL-C vi Apo B giim vio Tulin 2 trong sb tit ci cde dii wrong.
Bﬁlwﬂinhihfhd-ﬁihmngnbﬂuﬁnggipdﬁi.nhnuhgiimh&sm;dldwmquﬂn:ﬁidﬁyﬂm 1
It 2 tuin, i lin dénh gid diu tién, sau khi thng liéu. T¥ 1¢ phin trim gidm trung binh ciia cde chi s
upidummmmuﬁcﬁhﬁm,mmﬁmmdﬂymli!umdummgﬁpmim
han di, Viio Tuln 8, trung binh, t9 1& phin irim thay 48 so véi mie ban diu con LDL-C v TC lin
luwt 1 khodng 40% v 30, trang pham vi cde mire pheri nhidm.
Tmngmﬂlnghiim:ﬁnnﬂhhin:imnhﬁn.ﬂlnﬁmmv&nﬂh“kﬁ-llﬁﬁ-!ﬁlu&iﬂduu:
luyﬁsithqnﬁdiﬁuhibingmminu'nugtﬁddnhnnhn.‘-’i!ﬂduavﬁnnghihnﬁuyéudnplﬂl
xéc nhidn mbc HeFH va mirc LDL-C ban diiy > 4 mmol/L. (khodng 152 mg/dL). Nghién cira boo ghm
Iiﬂuicmﬁgiuiduuuphillrién]'nnm:rHﬂwﬁngt&ﬁ-lﬂmﬁij.lﬁumunm&{mi}lﬂnnfgiﬁ:ﬂ
durge bit diu & mirc § mg (vién nhai) @ tré em dudi 10 tudi. Tré em tir 10 tudi trd 12n duge bt diu &
mire 10 mg atorvastatin (mt Hin mii ngéy). Tat ci iré em déu cb thé tang Tidu lén mire can hom 42 dut
disge mye tidy < 3,38 mmoll LDL-C. Lidu trung binh c6 trong s6 cho tré em tir 6 dén 9 wdi i 19.6
myg vik liu trung binh cé trong s cho tmé em tir 10 fudi trd 1&n 13 23,9 mg,

Gifi 11 LDL-C ban dhu trung binh (+/- SD) 14 6,12 (1.26) mmol/L tnmy duomg 233 (48) mg/dL. Xem
bing 3 bén dudi dé bids két qui cudi cing.
mlﬁumﬁh;pwﬁﬁéuHﬁmmmmmmuﬁcdﬁivﬁh&ﬁlﬁgﬂmvﬁmwﬁsfuﬁ
phiit trién (tire 1h chibu cao, cin BMI, giai dogn Tanner, dinh gid cis nha nghién ciu vé sy
trurimg thinh vii phat trién tng thé) o cic i tromg nhi khoa vi thanh thidy nién mic HeFH dang
duge dibu tri biing storvastatin trong sudt 3 ndm nghién ciu. Khing ed dnh hiimg nio duge nhi
nghién cire ghi nhin vé thude d8i vin chidu cao, clin niing, BMI theo 49 wdi hojie theo gidi tinh qua
eic lin kham.
.Hq.!Tﬂimﬂwmwmiﬁﬁlﬂﬂﬁhmuﬂdﬂqdnwﬂﬂﬂn

< tink gia dinh dj hop 1 (mmoi/L)

Thoididm | N | TC(SD) iy | ol B Y e |
Bascline 271 | 7860130 | 6,12(1.26) mf;;h 0.93 (0.47) [n,liﬁ--

magd0 | 26 | gm | 3306 | gimg | @i | i
m 1'“.1 5,12{0,86) | 345 (081) [,; 1‘11;';,]} 1;-,1: ©41) | ﬁgﬂf..
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TC= ting heomy cholesterol: LDL-C = cholexterol lipoprotein b} trpag thip-C; HDL-C = cholesterol
lipaprotein t trong cao-C. TG = triglyceride; Apo B = apolipoprotein 8

“Thing IGET™ hao gdm dit ligu ldn khdm cuti cing cho ede doi tegng da két thic tham gia thnke
thiti diém 36 thang theo lich trink cling nhie die lifu 36 thing ddy di cho cde ddi tugmg hodn thinh
thickd gricen tham grice 36 thdreg,

we" . Thing 30 N cho tham s niy & 207; ***" = Gid ir] ban ddu N cho tham 56 ndy Id 270; “***"
« Thamng 36/ET N cho tham sé ndy i 243; “#" = g/l cha Apo B

Tiing cholesterol miu co tink gia dinh dj hyp b & teé em tic 10- 17 tudi,

Trong mét nghién cins mis d3i, e d6i chimg gid dupe, tiép theo 14 giai dogn nghién ci miy, 187 he
teal v bé gl sau tudi diy th tir 10-17 tudi (tudi trung binh 14,1 wdi) bi ting eholesternl miu b tinh
gin dinh di hop tir (FH) hodic ting cholesterol miu ning dwpe phin ngiu nhifn vio nhim ding
atorvasintin (n=140) hofc ﬁ&m{r#ﬂmﬁﬁuﬁﬁﬂu diy tht :d.dfudim;.ntn-rmlllin trong
26 tulin. Lidu dimy storvastatin (mdt lin mdi ngay) 13 10 mg 4 tudin dfiu tién vi ting 1én 20 mg
néu mire LDL-C 3,36 mmol/l, Atorvastatin lim gidm ding ké i) cholesteral todn philn, LDL-
€., triglyceride vi apolipoprotein B trong huyét uomg trong giai dogn mis déi kéo dii 26 tuin. Gid tri
L.D1-C dgt duoe trung binh [d 3,38 mmol/l (pham vi: 1,81-6,26 mmol/l) trong nhom atorvaseatin so
Eﬂl mimol/ (pham vi; 3,93-9,96 mmol) trong nhdm gid duge trong, gini doan mi dbi kén dai 26

M&trgghi!nr:lh'n&:mgvéMunmﬂdinmvﬁmkﬂﬂpniﬁuﬂhnmhimmchnlmlmm
40 tudi tir 10-18 di chimg minh ring alorvastatin (N=25) m gidm ding ké LDL-C vio tuin 26
{p<(),05) 50 win colestipol (N=31).

Mit nghién cin sir dyng theo hinh thire tir thién & céc binh nhin b ting cholesterol mau nng (hao
pdim ca ting cholesterol miu ddng hop tir) bao ghm 46 binh nhin nhi dug: didu trj bing atorvastatin,
wii Tidu duoe didu chinh theo dip {mg (mdt sb 861 wgng dupe ding 80 mg storvastatin mbi ngiry)
Nghién ciru kéo diii 3 ndm v mire LDL-cholesterol 8 gidm 36%.

Higu qud liu dii coa liu phip atorvastatin & tré em nhim gidm ty 12 mic binh vi tir vong & tudi
trsomy thimh viin chura dwgre xie dinh.

Co quan Dirge phim Chiu Au 48 min trie nghin vy nop két qui nghidn cinu vé storvastatin & tré em
tir ) din dudsi 6 twdi trong didu trj ting cholesterol mau c6 tinh gin dinh di hop tir vi. & tré em tir 0 dén
duréi 18 twdi rong didu trj ting cholesterol mdu cb tinh gin dinh ding hop tit, ting cholesterol mau
két hop (hbn o), ting cholesterol miu nguyén phit vi trong vife phing ngim cac bien e tim mach
{xem phin Lidu dimg, cdch dimg d& hidt thimg tin vé vige sir dyng & iné em).

PAC TINH DUQC DONG HOC

Hilp thu: Atorvastatin duge hdp thi nhanh chéng sau khi ubng, nbag 48 thubc trong huyét teomg dat
ndng di dinh trong vong | — 2 gié. Mirc 4 hiip thu vi ndng d) storvastatin ting 1§ 18 visi lidu lugmg
slorvastatin. Atorvastatin deng vién nén bao phim co sinh khi dyng tir 95 - 99% so wii dang dung
dich ufing. Sinh khi dung ruyét d&i cla storvastatin khodng 12% va sinh kha dyng toin thin caa hogt
déng ire ché enzym khir HMG-CoA khoding 30%, Tinh khi dyng todn thin thip 1 do su thanh thii &
niém mge duimg tiéu hie vivhodc chuyén hoa lAn diu ¢ gan,

Phiin bd: Thé tich philn b trung binh cia atorvastatin xdp xi 381 L. Trén 98% atorvastatin liin ki
v protein huyét trong.

Chuyén hia: Atorvastatin duge chuyén hoa béri P4S0 3A4 thanh diin xult hydroxy hba tgi vi tri artho
vil para vii cac san phim oxy hoa ty vj tri beta. Phiin con lai chuyén han theo con diimg glucuronid
héa. Dt lidu in vitro cho thily sy i ché enzym khit HMG-CoA bai cic chit chuyén hoa din xuft
hydroxyl hoa tai vi tri ortho va para nromg duong atorvastatin, Khoing 70% the dung ire ché eneym
khir HMG-CoA do cée chiit chuyén hoa cd hogt tinh giy nén.
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Thii trir: Atorvastatin duoc thai trir chi) yéu qua médt theo con diimg chuyén héa qua gan vivhaje
ngodi gan. Tuy nhién, thude khing c6 chu trinh gan rut. Théi gian ban thii trong huyét wong ing
binth clia atorvastatin & nguii khodng 14 gite Thivi gian ben thii cin hoat tinh e ché emeym ki
Atorvastatin 1 chit nén cia cic chit vin chuyén gan, bao gom polypeptid viin chuyén anion hitu co
OATPIBI vi OATPIB3. Cic chit chuyén hém cla slorvasiatin li chit nén cin OATPIBI.
Atorvastatin cling duge xic dinh ki chit nén cim cde chit vin chuyen nguoe P-glycoprotein (P-gp) v
protein khing ung thir vii (BCRP), nhimg chit viin chuyén niy cf thé lim han chit sy hip thu & rudt
it qud trinh thii trir qua mdt cia atorvastatin,

Dii twgng diic bige

Ngwooi cae tadi: Nong &) trong huyét tuomg cia atorvastitin vi cie chit chuyén hoa i nguii cao tudi
cao hom & nguin tré trong khi tic ding trén lipid tuemg ty nbir trdn ngai tré tudi.

Tré em: Trong mit nghién ciny mé thi nghiém kéo di § tuin, Tanner pisi dogn 1 (N = 15) va
Tanner gini dogn > 2 (N = 24) tré em (tui tir 6 - 17) mic binh ting cholesterol mau cd tinh gia dinh
dj hop 1 vil mire LDL-C ban diu > 4 mmeold, dpe didu 1 twong img vién nhai storvastatin §
mg hodic 10 mg holc vién nén bao phim storvastatin 10 bofe 20 myg mét lin mbi npgay. Cén ning 14
yéu 15 dlng bifn duy nhit cd ¥ nghin thing ké trong md hinh duge ding hoe quin thé cla
utorvastatin. RO ring 40 thanh thii duimg wbng cdn atorvastatin & tré em twong i nhi & nguii lém
khi duge do theo 1 1 trong luomg cor thé. Sy gidm ctia LDL-C vih TC duge quan st thity phit hep v
pham vi ndng 0 cia atorvastatin vi o-hydroxyatorvastistin

Gidi tink: Wing d) cia storvastatin v cée chilt chuyén hoa & nit gidi khéc i ndng &) & nam gioi
(it gidri: Coue €80 hom khodng 20% va AUC thip hon khodng 10% so véi nam gidi). Sy khic bigt
ndy khiing o6 ¥ nghia lim sing, khiing diin dén s khic bigt nio vE the dng trén lipid gitt nam vi
nir.

Suy thin: Bénh thin khing dnh lrémg dén ndng 40 huyét aromg hay higu qui didu tri wén lipid cia
slorvastatin vi cdic chét chuyén hoa

Suy gan: Nbng 45 huydt wrong cla slorvasiatin vi cic chit chuyén héa cao hom rd rét (ting khodng
16 11 Con it 11 1 ALC) & nhitng bénh nhiln mic binh gan man tinh do negni (Child-Pugh 1B).

Da hink SLOCIBI. Su hiﬂlhuﬂgmcﬁn tht ci cie chit (e ché enzym khir HMUG-CoA bao gm
atorvastatin déu lién quan dén chilt viin chuyén OATPIBI. O nhimg bénh nhin da hinh SLOCIBI, b
nguy co tng ning 85 storvastatin, cb thé dlin dén ving nguy co tiéw co vin clp. Tinh da hinh trong
mi héa gen OATPIBI (SLCOIBI €521CC) ed lién quun dén ting 2.4 lin ning 46 atorvastatin
{ALIC) & nhitmg bénh nhin khng cé bién thé kifu gen nay (c.521TT). Nhimg bénh nhin niy cling cd
kha ning bi suy gidm hip thy & gan lién quan dén gen. Anh hiimg tip theo dén higu quin didu trj
chira r ring.

QUY CACH BONG GOT: Hip 3 vi x 10 vidn, hip 10 vi x 10 vién.

PIEU KIEN BAO QUAN: Bio quin noi khi mét, nhigt db dudi 30°C. Trénh dnh sdng vi dm,

HAN DUNG: 36 thang ké tir ngay san xut

TIEU CHUAN CHAT LUONG CUA THUOC: Nhi sin xuiit.

TEN, BJA CHI €0 SO SAN XUAT THUOC

LINCOLN PHARMACEUTICALS LTD.

Dia chi: Trimul Estate, Khatraj, Tal -Kalol, City-Khatraj, Dist.-Gandhinagar, Gujarat state, India (An
Bl

19/19



