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Vién nén bao phim Torvazin 10 mg
Vién nén bao phim Torvazin 20 mg
Atorvastatin

Boc ky hudng dén si dyng tvde khi dong. Néu cén thém thang tin xin hdi y kién cua bac sj.
Thudt ndy chi dong theo dan cda thiy thubc

THANH PHAN

Hoat chdt: mdi vién nén bao phim chira 10 mg atorvastatin {wong duong vdi 10,36 mg atorvastatn calci) hoge 20 mg atorvastatin
{tweng duong 20,72 mg atorvastatin calci).

Ta duqe:

T4 duoc 161 vien: lactose monohydeat, crospoviden, cale carbonat 35MD - Ultra 250 (calei carbonat, maltodextrin, polysarbat 83), povidon
K 30, magnesi stearat.

14 duec bao ohim: Opadry-Y-1-7000 White (hypromellase. titan dioxyd Cl 77831 £ 171, macrogol 400}

Moi vién nén bao phim 10mg chia 119,44 mg lactose monchydrat va méi vién nén bao phim 20 mg chita 238.88 mg lactose
monohydrat.

DANG BAD CHE

Vién nén bao phim,

VRER

Vign nén bag phim Torvazin 10 ma: vién nén bao phim hinh won, hoi I6i hai mét, wdng hodc gan nh tdng va khdng mii hodc gén nhie
knong mui. Trén mat mat cla vién nén bao phim cd khac ma £ 541 dugc cach diéu hoa va khong khac wén mat con lai.

Vign nén bao phim Tarvazin 20 ma: Vign nén bao phim hinh wan, hat 16 hai mat, wang hodc gén nhe tdng va khang mui hoac gn nhy
kndng mai. Trén mat mat cda vien nén bao phim cd khdc m3 E 542 duge céch didu hoa va khiing khic tén mat con lai.

CAC BAC TINH LAM SANG

Chi dinh didu trj

Téng cholesteral méu

Torvazin dugc chi dinh diéu tri hd wrg cho ché dd an kiéng lam giam cholesterol t0an phén, LDL-cholesterol {LDL-C), apolipoprotein B, vé
cac triglycerid & ngud! lén, thanh thidu nién va té em tr 10 wd trd 1n mac ching tang cholesterol mau nquyén phat bao gém ¢ 1ang
cholesterol mau gia dinh (kiu dj hap 1) hoéc tang lipid méu hdn hap (wong ing vii céc typ lla va 1Ib theo phan logi Fredrickson) khi
dap ting véi ché dd an kieng va cac bién phap khang dung thudc khac 1a khiing d.

Torvazin cing duge chi dinh 6 1am gidm cholesterol wan phén va LDLL & nguti Idn 1ang cholesterol mau gia dinh kigu dong hp 1, b3
trg cho cac hign phdp giam lipd khdc (nhu trich Iy LDL) hodc khi cac phizeng phap ndy khdng thye hién duge.

Phing ngita bénh tim mach

Phong ngra cac tai bién tim mach & bénh nhan £a nguy oo cao xay ra tai bien tim mach 1an ddu (xem phén Bac tinh duge ddng hoe),
duge dung nhu mdt logi thude hé 1y cho vige diéu chinh céc ydu 16 nquy co khac.

Lidu ding v cdch dung

Liéu ding

Trude khi bat déu diéu tri, bénh nhn cén wan theo ché do an kiéng gidm cholesterol va tiép tyc duy tri ché d6 nay trong sudt thi gian
diéu tri bang atorvastatin,

Liéu dang can duge xdc dinh cho tng bénh nhan can cif vao nong dg LOLC ban déu, myc dich cla viéc didu ti va dép tng cla bénh
nhén.

Lidu khdi déu thang thudng 13 10 mg mdt 1n mai ngay. Nén didu chinh liéu ding sau khoang thii gian 4 1dn hoc hen. Ligu ding (i
da 13 80 mg mdi ngay mat I&n.

[ana cholesterol mau nguyén phat v tang lipid méu hon han

Phén lim cac bénh nhan dugc kidm soat vdi lidu atorvastatin 10 mg mét an mdi ngay. Bap (ng vet diéu i dat duge 1rang vong 2 tudn,
va dap ung 161 da thuang dat duge trong vong 4 wén. Bap (g nay dugc duy tri trong sudt qua trinh didu 1 kéo dai.

Tana cholesteral may ata diph kiéu di hoo
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Bénh nhan nén ding atorvastatin véi lidu khoi ddu 10 mg mdi ngay. Lidu ding nén dwye xée dinh cho ting bénh nhan va didu chinh sau
méi 4 twan wi lidu 40 mg méi nody. Sau d0, co th tang lidu ding dén lidu 16i da 13 80 mg mdi ngay hoac cd the ding két hgp vii nhira
gdn acid mét vdi 40 mo atorvastatin 1 1an mai ngay.

Téng cholestero! méu aia dinf kiéu déng hop

Cac di? lidu da bict con han ché (xem phén Bac tinh duge ding hoc).

Lidu atorvastatin cho bénh nhan 1dng cholesterol méu gia dinh kidu déng hgp 1 14 10 d&n 80 mg mAi ngay {xem phdn Bac tinh duge
ddng hgc). Nén dung storvastatin véi vai trd hi trg cho cac phuang phap digu ti ha lipid mau khac (nhy trich ly LDL) & nhimg bénh nhan
nay hodc khi céc phuong phap nay khang thye hién duge.

Phona naira bénh m mach

Trong nhitng thit nghiém phong ngtra ban déu liu lugng 13 10 mg/ngay. C6 thé cén thift phés ding lifu lrgng can hon a8 dat dvge ndng
d6 LOLL theo céc hudng dan hign hanh.

Réh nhén suv thi

Knhdng cdn phai diéu chinh ligu lvgng {xem phan Canh béo va than trong dac bigt khi st dyng).

Bénh nhan suy gan

Than trong khi dung Torvazin cho bénh nhén suy gan (xem phén Canh béo va than rgng déc bigt khi st dyng va Bac tinh duge ding
hoc).

Khang diing Torvazin cho bénh nhan méc bénh gan hoat dong {xem phan Chong chi dinh).

S duna thude & nayd: gid

Higu qué va dd an taan & bénh nhan trén 70 twai khi st dung & lidu khuyén cdo tweng t nhy & ngut! ré woi.

Sut dyng thude 7 tré em 2

lang cholesterol mau:

Viéic dng thuc cho teé em chi nén duge thye hign bdi bac s7cd kinh nghiém trong diéu i

tang lipid mau & wé em va banh nhén cén duge danh gia lai tinh trang bénh mét cach thung xuyén,

B vdi bénh nhan twai tr 10 1wl 1 én, liu khei déu khuyn nohj cho atorvastatin [ 10 mg

mdi ngay va chudn lidu 1 lidu 20 mg mdi ngay. Can diéu chinh lidu 1y thea dép ng va kha nang dung nap cda wng bénh nhi. D ligu
an toan khi ding thudc cha tré em viti liéu cao hen 20 mg, wang tng vii khoang 0.5 mo/kg con han ché.

Kinh nghiém st dyng thudc cho & em 6 - 10 w61 con han ché (xem phén Béc tinh duge dong hoc). Atorvastatin khdng duge chi dinh
diéu trj cho bénh nhén dudi 10 wa.

Cdch ding

Torvazin duge ding theo duting uding. Atorvastatin duge ding ngay 1 Ian va c6 the duge udng bt ky lic nao wong ngay, cé kem theo
thire an hodc khang.

Nutic &p budi lam tang sinh kha dung cua atorvastatin, 1am tang nguy co bénh co.

Cac statin va nhya gdn acid mét (cholestyramin, colestipol) ¢ co chd téc dung bG sung cho nhau; phdi hgp céc nhdm thudc nay cd tic
dung cdng lyc trén cholesterol LDL. Khi diing céc statin cong vdi nhya gdn acid mét, thi dy cholestyramin, phai udng statin vao lic di
ngu, 2 giir sau khi ung nhya d2 trénh wong tac 16 rét do thudc gan vao nhya.

Chdng chi dinh

Torvazin dugc chdng chi dinh & cac bénh phan:

—  quémén cam vii hoat chét hode bat ky thanh phén 1@ duge ndo cla thudc.

- mac bénh gan hoat dong hodc tang transaminase huyét thanh dai dang khang rd nguyén nhén, viot qua 3 14n gidi han trén clia
mifc binh thutng

— trong théi ky mang thai, khi cho con bu va & phy nit ca kha ndng mang ihai mé khing ép dyng cdc bign phap tranh thai thich
hyp {xem phan Diing thudc cho phy ni co thai va cho con ba).

Canh bdo va than trgng ddc biét khi st dung thudc

Trurde va trong khi digu 1rj vii statin, nén két hap kiém soat cholesterol mau bang céc bién phdp nhu ché d6 an, giam can, 13p thé duc, va
diéu tri céc bénh co thé la nguyén nhén cda tang lipid, Phdi tién hanh dinh ligng lipid dinh ky, va diéu chinh ligu lugng theo dép tng cla
ngui bénh vdi thude. Myc tiéu didu ti la aidm cholestarol LDL vi vay cAn st dyng ndng d9 cholesteral LOL d¢ bat ddu diéu tr] va danh
gid ddp tng didu i, Chi khi khng xét nghiém duge cholesternl LDL, méi st duna cholesterol toan phin a8 theo dai didu i,

Anh hudng tén gan
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Trong cac thi nghidm 13m sang, mt s& (t ngudi bénh udng statin thay tang ro rét ransaminase huyét thanh {> 3 1an gidi han tén cla
mic binh thung). Khi ngimg thudc @ nhitmg bénh nhén nay, nang dg transaminase thidng ha 1 tr trd vé mite trude didu . Mot vai
nguai trong s nhitng bénh nhén ndy rude khi didu trj vii statin 83 cd nhing két gué xét nghiém chie ndng gan bat thuiing va/ hodc
ufing nhidy rugu.
Banh nhan can lam x21 nghiém enzym gan ude khi bat d8u didu 1 bang statin va trong trutg hgp chi dinh 1am sang yéu cu xét
nghiém sau do. CAn phéi tién hanh céc xét nghiém chic nang gan ddi vér nhing bénn nhan 6 cac dau higu hodc cac trigu ching cla
1din thuang gan. Bérh ahan co ndng dd ransaminase tang cao cdn duge theo ddi cho dén cac bat thuong da duge giai quydt. Néu ndng
d6 transaminase van 1ang cao han 3 1an gigi han 1én cda mie binh thudng, thi cdn giam liéu hodc ngig st dung Torvazin (xem phan
Cée tc dyng khdng mong mudn).
Thén trong khi dung atorvastatin cho bénh nhan u@ing nhifu gy va/hodc cd uén s bénh gan.
Phéng ngira dgt quy bang cdch tich cye gidm ndng dg cholesterol (Stroke Prevention by Aggressive Reduction in Cholesterol
Levels (SPARCL))
Thea mt phén tich hau nghiém vé cac phan nhom dat quy & bénh nhan khdng mac bénh mach vanh mdi bi d6t quy hodc con nhai mau
thodng qua thi ty |8 dot quy xufit huyét & bénh nhan bat ddu didu 1 vii atorvastatin 80 mg cao hon so i ding gia duge. Nguy co gia
tang da déc biét duge luu ¥ 6 cac binh nhan da timg bj ddt quy xudt huyat hodc nhdi mau 6 khuyt e khi diéu 1. 841 vai céc bénh
nhén da titng bi ddt quy xudt huyét hodc nhdi mau 3 khuyet, sy can bang gitta nquy c va lgi ich cla atorvastatin 80 mg chua duge xdc
dinh va nguy ¢t tiém &n cla ddt ouy xudt huydt cAn duge xem xét mét cach thén trang trude khi bt ddu diéu ] (xem phén Béc tinh duge
ddng hoc),

Anh hudng ddi vdi co xong

Atorvastatin cing nhu cée chét ic ché HMG-CoA reductase khac, trong nhiing truang hgp it gap c6 thé gay anh hugng dén co xuong va

gay dau co, viém oo va bénh ot oo thé tién 1rién thanh hi ching tiéu co vén, mdt tinh trang cd thé de doa tinh mang bigu hign bdi ndng

{9 creatine kinase (CK) tang cac dang k& [>10 14n gidi han trén cla mic binh thudng], myoglobin méu va myoglobin nidu cé thé dén

den suy thén.

Tritdc khi digu tri

Atarvastatin cén dugc st dyng than trong & céc bénh nhin ¢d cae yéu 1@ anh hudng dén hai ching téu co van nhu:

- Nhuae gisp 3

—  Suygiam chic nang than 2l

—  Tién sit ban than hodc tién st gis dinh mic bénh co di truyén

—  Tién sl bj bénh co do s dyng statin hoge fibrat trsde do

—  Tién stt bénh gan va/hoc udng nhidu rugu

—  Bénh nhén cao tudi (> 70 wdi).

—  Céc tinh rang cd thé gdy tang ndng dg thudc trong huy#t wong, nhit cdc wong tac thudcixem phan Tuong téc vii cac thufc
khéc va céc dang trang tc khac) va cac doi twgng bénh nhdn dac bigt k& ¢4 cac bénh nhan cd yéu 18 di truyén (xem phén Bac
tinh duge déng hoc)

D4 v cac tudng hgp nay, cdn can nhc gita nguy co va lgi ich cla viée diu trj va cén phai theo dai lam sang. Truge khi didu 1rj cén

tién hanh do ndng d CK va néu ndng dg CK ban déu 1ang cao déng k& [> 5 IAn gidi han trén cla mic binh thirimg) thi khoing nén bat

déu diéu i bang Atorvastatin,

Liéu phap Atorvastatin phéi tam ngiing hodc thii han & bt o ngutri banh nao cd bidu hign by bénh co c3p va nang hodc c6 véu 1o nguy

co dE bj suy than cdp do téu oo van vi dy nhy nhifm khudn cdp nang, ha huyt 4p, phéu thudt va chin thuong lan, bat thiing vé

chuyén haa, ndi 1iét, dign giai hoac co gidt khing kiém sodt duge.

Phai khuyén nguti banh ding statin béo cao ngay bét ky bidu hién naa nhu dau co khing G nguy2n nhan, nhay cam dau va yéu oo, dic

biét néu kem theo kho chju hoac sdt.

Ho ndng dg Creatine kinase

<hding nén do ndng d4 Creatine kinase {CK) sau khi van déng gdng stic hodc khi co sy hién dién cia mdt nguyén nhén nao do co thé lam

1ang ndng dd CK vi didu nay cd thé lam sai lach k&t qua. Néu néng dd CK tang cao dang k& trude khi didu i (> 5 I gidi han tén cla

mifc binh thuéng) thi nén thie hign mat xét nghiém d8 xéc dinh lai rong vong 5-7 ngay.

Trong khi digy tri

- NEn yéu céu bénh nhian thong bao ngay khi oo dau co, yéu oo hay oo cing oo déc biet khi ca kem thee mét mai hodc st

— N&u céc trigu chimg nay xay ra trong khi bénh nhén ding atorvastatin, thi cdn do néng dd CK. Néu ndng da CK tang cac déng ké
{> 5 Ian gidi han wrén cda mdc binh thudng) thi nén nging viee diéu i,
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—  N&u cac tridu ching vé co 13 nghiém trong va géy ra khd chiu hing ngay, ngay ca khi ndng dd CK < 5 ln gidi han wén cia mic
binh thudng, can xem xét viéc ngling didu i,

—  N&u cdc tigu chiing thuyén giam va ndng dd CK @ v8 binh thuimg thi nén xem xét vide ding lai atorvastatin hay mt statin
khéc & lidu thip nhat va theo dai chat chi.

—  Phai ngung ding atorvastatin néu néng d CK téng dang k& vé mat [3m sang (>10 lan gidi han tén cda mire binh thuing], hode
néu chn don hay nghi ngd ching tibu ca vén,

Bidu trf déng thei cang vdi cdc thudc khae

Nguy co tidu co van gia tang khi atorvastatin duge ding ddng thi vdi céc thufic cd the gay 1ang ndng dj atorvastatin trong huy@t teng

nhit cdc chét tc ché manh hodc chat nén CYP3A4 hoac cdc protein van chuyn (vi du colchicin, cyclosporin, telithromycin,

clarithromyein, delavirdin, stiripentol, ketoconazol, voriconazol, itraconazol, posaconazal va cdc chat e ché HIV va HCV-protease bac

gdm ca ritonavir, lopinavir, atazanavir, indinavir, darunavir, v.v). Viée st dyng ddng thai cac thudc ha lipid méu nhdm statin vdi cac thudc

diéu i HIV va viém gan siéu vi C (HCV) co thé lam tang nguy co gdy tn thuang ce, nghiém trgng nhét 13 tiéu co van, thin he din dén

suy than va cd thé gay 1t vong. Nguy ce bénh co cd thé cing gia 1dng do viée ding dang than gemtibrozil v cée dén xuat cda acid fibric

khéc, erythromycin, niacin va ezetimibe. N&u cd thé, can xem xé1 céc lidu phap thay the (khong tuong téc) thay cha céc thudc nay.

Trong céc trwtg hgp cén thiét phai ding déng this céc thude nay ciing v atorvastatin, thi cén than trgng can nhac gia Iy ich vé nguy

oo cla viée diéu ti. Khi bénh nhan dang ding cac thufic c thé |am tang ndng df atorvastatin trong huyét tueng, thi nén ding

alorvastatin vdi liéu thap hon lidu t6i da. Ngodi ra, khi ding cée thudc e ché manh CYP3A, thi cdn ding atorvastatin voi ligu khii dau

thép hon va ¢dn tién hanh theo dai 13m sang thich hgp cho cdc bénh nhan ndy xem phan Tuang tac vii cac thulc khac va cac dang

tueng tac khac).

Khong nén cang déng then atorvastatin va acid fusidic, do dd cAn xem xat viéc ngiing st dyng atorvastatin trong théi gian didu 1] bang

acid fusidic [xem phén Tuong téc vl cac thudc khac va cac dang twong tc khac),

Bénh phél ké

Mt si tudng hgo dac bigt coa banh phoi ke da duge ahi nhan khi dung mdt s statin, dac bigt la diéu i dai ngdy {xem myc Céc tac

dung khong mong mudn). Bidu hign thung gap nhét bao gom kho thé, ho khan va suy gidm stc khde ndi chung (mét moi, giam cén va

s6th, Néu nghi ngir bénh nhan bj bénh phdi k&, nén ngiing s dyng statin.

Béi thdo duweng

Mot sd bang chimg cho théy cac statin lam 1ang ndng dg duang huygt @ mot s bénh nhin c6 nguy cr cao mic bénh tiéu dudng, gay

tang duing huyét dan dén cdn phai didu tri. Tuy nhidn, nouy oo nay khing Gang ke so véi vide gidm nguy co tim mach clia statin va do

a6 khaing ohai [a Iy do d& ngung diéu tj bang statin. Banh nhan ¢o nguy ca téng duing huyét {duing huydt lic doi 5,6 dén 6,9 mmol/L,

chi 6 khdi co thd [BMI) > 30 kg/m’, ting triglyoerid, tang huy® apj nén duge thao dai ca 1am sang va sinh hda theo cdc hudng dan

qudc gia.

St dyng thudt cho tré em

80 an toan khi ding thude cho 1é em chua dugc xéc dinh (xem phédn C4c téc dung khong mong mudn), T

Thai ky mang thai {

Chi ding atarvastatin cha phy ni & 66 twéi sinh dé khi hg chic chan khdng mang thai va chi trong tredng hop tang cholesterol méu rét

cao mé khang dap dng véi céc thudc khéc.

T4 dge

Torvazin chira lactose. Bénh nhéan méc bénh di truyén higm gap khign khdng dung nap duge galactose, thigu hyt men Lapp lactase hodc

kém hap thu glucose-galactosa khdng nén ding thudc nay,

-

Tuang téc vdi cde thudc khdc va cdc dang tong téc khdc

Anh hudng cia cée thudt ding ding thii lén atorvastatin

Atorvastatin duge chuyén hoa bidi cytochrome P450 3A4 (CYP3A4) va |3 mt chdt nén dé van chuyén protein chang han chét van
chuyén hap thu tai gan OATP1B1. Vigc diing ddng thivi cac thudc 1a céc chét Go ché hodc chat nén (vi du colchicing cta CYP3A4 hoac
¢4 protein van chuyén cd thé dan dén Iam 1ng nding d6 atarvastaun trang huyét wong va lam tng nguy co méc bénh co. Nguy co ciing
ed the taing I&n khi ding ddng thei atorvastatin vdi céc thuc khéc cd khé néng gay bénh oo, nhur céc thudc gidm chalesterol khac chéng
han dén xudt cla acid fibric va ezetimibe (xem phan Canh bdo va than trgng dac biét khi st dung).

Chdt e ché CYPIA4

Céc chét e ché CYP3A4 manh @ duge ching minh 1am tang déng k& ndng do atorvastatin {xem Bang 1 va thaing tin cy thé dusi day).
Nén wanh ding dong thei cac chét Ge ch CYP3AZ manh {vi dy cyclosporin, telithromyein, clarithromycin, delavirdin, stiripentol,
ketoconazol, voriconazol, iiraconazol, posaconazol va céc chét ire ché HIV va HCV protease bao gdim cd tipranavir + ritanavir, telipravir,
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v.v) néu cd thé. Trong céc trudng hap khdng thé wanh duge vie ding ddng thii cc thudc (e ché protease cung vai atorvastatin, cin
phai dung thén trong va nén dung ligu atorvastatin thép nhat {lopanavir + ritonavir} hodc ding khang qué 40 mg atorvastatin/ naay
inelfinavir} hoac khing qua 20mg/ngdy (darunavir + ritonavir, fosamprenavir, fosamprenavir + ritonavir, saguinavir + ritonavir} {xem
Bang 1).

Chét e chd CYP3A4 wrung binh (nhy erythromyein, diltiazem, verapamil va fluconazol) cd thé lam tang ndng d§ atorvastatin trong huyét
wang {xem Bang 1). Nguy ¢t bénh co gia tédng da duge ghi nhan khi st dung erythromycin dng thiti vii céc statn, Nghién ciu vé wang
tac thuic danh gia dnh hudng cua amiodaron hoac verapamil dén atorvastatin chua duge tién hanh, C8 amiodaron va verapamil dugc
bidt gy tic ché hoat ddng cla CYP3A4 va khi ding ddng thir véi atorvastatin cd thé gay tang muc tiép x(c vi atorvastatn. Do d6, nén
xem xét dung atorvastatin vdi liéu 1hp hon ligu 151 da va can thea dai 1am séng phi hgp cho bénh nhan ding ddng thi atorvastatin vdi
céc thufic de chié CYP3A4 mite dd trung binh. Can theo ddi 1am sang thich hp sau khi bat dau hodc sau khi didu chinh ligu thudc e ché
CYP3A4,

Chét géy cam dnag LYPIA4

Diing ddng thir atorvastatin vdi céc thufic cam ting cytochrome P450 3A {chang han efavirenz, rifampin, St. John's Wort) c6 thé dén dén
giam nding dd atorvastatin treng huy®t wang mite 49 khac nhau. Do co chd wong téc kép coa rifampin, {cdm tng cytochrome P450 34
v tc ch chat vén chuyén hip thu 1€ bao gan DATP1B1), nén khuyén nghi viée ding ddng thii atorvastatin cung vdi ritampin, b vi
dung atorvastatin sau ki ding rifampin 1am giém dang ké ndng d atorvastatin trong huyét wang. Tuy nhién, anh hudng cua rifampin
Ién nong dg atorvastatin ¢ céc 1@ bao gan vén cha duge bidt va néu khang thé wanh duge viée dung déng thir, cdn phai theo déi bénh
nhan can than dé kiém soat hiéu qua didu tri,

(c chél tic ché protem vén chuvén

Cac chat i ché protein van chuyén vi dy cyclosporin] cd th lam tang mic tidp xtc tan than cla atorvastatin {xem Bang 1. Anh hugng
cda sy e ché cda cac chét van chuyén hdp thu tai gan 16 ndng do atorvastatin @ céc 1€ bao gan chua duge biét. N&u khdng thé tranh
duge viée diing déng thoi cac thudc nay thi nén giam [iéu va theo di 14m sang dé kiém soat hidu qué didu 1 (xem Béng 1.
Gemfibrozil / din xudt cia acid fibric

Vigc st dyng céc fibrat don dde doi khi lien guan dén cac bién cd vé co, ke ca tidu co van. Nguy co cla céc bién cd nay cd thé gia téng
do viée dung dng thoi dan xudt cla acid fibric va atorvastatin. Néu khong thé trénh duge viée ding déng thi cée thudc ndy, nén st
dung liu atorvastatin thap nhét dé dat dugc myc dich diéu 1 va cn theo ddi bénh nhan mat cach thich hgp (xem phan Canh bao va
thén tgng dac bidt khi st dung).

Ezetimibe

Viée st dyng ezetmibe don dc co thé géy ra cac bién f lign quan d8n co, kA ¢4 1iéu co van. Nguy co cla cac bién ¢ nay cd thé gia
1ang do viéc dung ddng thai ezetmibe va atorvastatin, Can theo i 13m sang thich hgp cho céc bénh nhéan nay.

Lolestwol

Niing d§ atorvastatin trong huyét tuong va céc chét chuyén ha co hoat tinh thap hon (x8p xi 25%) khi diing ddng thai colestipol clng
véi atorvastatin. Tuy nhién, tac dung gidm lipid lan hon khi ding ddng thii atorvastatn va colestipol so vi khi ding mat trong hai thudc
nay don ddc.

Cac nghién ciru vé sy wong tac vii atorvastatin va acid fusidic chira duge tén hanh. Cing nhu vdi cée statin khac, cac bién cd lign quan
dén co, ke ¢4 tidu co van, 43 duge bao cdo rong qud trinh luw hanh thudic khi dung ddng thai atorvastatin va acid fusidic. Co ché cla sy
uong téc nay chua dirge biét. Can theo dai sét bénh nhan va co thé xem xétviec nging diéu trj bang atorvastatin.

Macin

Nguy co xay ra cac tac dyng khdng mang mudn trén co xvong tang Ién khi ding diing tha: atorvastatin v niacin, cdn can nhac giam liéu
atorvastatin trang wrudng hap ndy (xem phan Canh bao va than trong dac bidt khi su dyng).

Dilvazem

Diltiazem lam tang ndng dd atorvastatin trang huyét trang. lam t1ang nguy co tidu co vin va suy thin

Anh hudng cda atorvastatin lén céc thuse khdc ding déng thai

Digoxin

Khi dung ddng thai liu lap lai digoxin va 10 mg atorvastatin, ndng d digoxin & trang thai dn dinh tang nhe. Can theo déi bénh nhan
dang oung digoxin mat cach thich hep,

Thugt tranf that ding dugng udng

Vigc ding dong thii atorvastatin vdi thudc tranh thai dung udng 1am téng ndng dd cia norethindrone va ethinyl cestradiol trong huyét
wong.
Warfarin
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Trong mét nghién ctru 1Am sang ¢ bénh nhan ding warfarin kéo dai, st dyng déng thiti atorvastatin 80 mg mdi ngay voi warfarin gay
gidm nhg thei gian prothrombin khoang 1,7 gidy rang 4 ngay ddu tién dung thude, tinh trang nay trd lai binh thutng trong vang 15 ngay
diu tri bang atorvastatin. Mac di chi 6 rdL hiém céc trudng hp wong tac vdi thudc chdng ding mau cd ¥ nghia dang ké vé mat lam
sang duge bao cdo, nhung can xéc dinh thi gian prothrombin trude khi b3t dau didu tn bang atorvastatin & bénh nhén ding thudc chang

ddng méau coumarin va dinh ky trong sudt thii gian déu cda qué tinh didu i d& dam béo thai gian prothrombin khing thay dai dang ke.

Ngay khi théi gian prothrombin d dn dinh, cd thé thea dii thir gian prothrombin theo khodng thir gian thutng duge khuy#n céo cho cac
benh nhan dang ding thudc chéing dang mau coumarin. Néu thay doi libu hoac ngung dung atorvastatin, edn phai lap lai guy tinh weng
1y. Atorvastatin khang lién quan dén sy chay méau hodc thay doi ihin gian prothrombin ¢ bénh nhan khong dung thudic chéng diing mavu.

Ldc nhita gan acid mat

Cac nhira gan acid mat {vi du cholestyramin, colestipoi} cd thé lam giam 1 rét sinh kha dyng cda statin khi udng cong nhau. Vi vay thei

gian dung 2 thudt nay phai cach xa nhau.

Mac di khdng tién hanh cac nghign ciiu vé weng tée thude trang 1m sang, nhung khing thdy co bidu hién wong tac ed hai cd y nghia
[3m sang khi ding statin cung vii cAc chét de ché men chuyén angiotensin, cac thuic chen beta, chen kénh calci, thudc Igi néu va thude

chding viém khang stamid.

Bang 1: Anh huting cia cac thudc dung déng thai lén duge dong hoc cda atarvastatin

Thude dung ddng thoi Atorvastatin

Rk it dong (ma) Thay a6 vB AUC_ | Knuyén nghi [am sang”

Tipranavir 500 mq ngay 2 ln/ Ritonavir | 40 mg véo ngay 1, 1 941én Tranh st dung atorvastatin

200 mg ngay 2 1an, 8 ngay {cac ngay 14 | 10 mgvéo ngay 20

dén 21

Cyclosporin 5,2 mg/ka/ngay, lidu én 10 mgngay 1 1an trong 28 18.713n

dinh ngay

Lopinavir 400 mg ngay 2 lan/ Ritonavir | 20 mgngay ! 1&n trong 4 ngay | 1 5.9 lén Trong cac trudng hop can thiét

100 mg ngay 2 lan, 14 ngay phai ding ddng thai, nén ding
[iéu duy tri atorvastatin thap
nhat. Khi dung atorvastatin

. o i , : vdi liéu 16n hon 20 mg, cén

Elga;:hwmvcm 500 mg ngay 2 lan, 9 80 mgnoay 1 1an wong B ngay | T4.41an g S e
nhan nay,

Saquinavir 400 mg ngay 2 l4n/ 40 mgngay 1 1an rong 4 ngay | 13.914n Trong céc wwdng hgp cén thidt

Ritonavir {300 mg ngay 2 Ian tr ngay 5- phai ding ddng thai, khiing

7, 1ang Ién 400 mg ngay 2 lan vao ngay dung qua 20mg mdi ngay

81, ngay 518: 30 phit sau khi dung

alarvastatin

Darunavir 300 mg ngay 2 1an/ 10 mg ngay 1 1an trong 4 ngay | 1 3.3 lan

Ritonavir 100 mg ngay 2 lan, 9 ngay 4

lraconazole 200 mg ngay 11an, 4 ngay | 40 mg lidu duy nhat 13.31an

Fosamprenavir 700 mg ngay 2 lan/ 10mg ngay 1 1an rong 4 ngay | 1 2.514n

Ritonavir 100 mg ngay 2 lan, 14 ngay

Fosamprenavir 1400 mgngay 2 1an, 14 | 10 mgngay 1 lan trong 4 ngay | 12,3 lan

ngay

Nelfinavir 1250 mg ngay 2 lan, 10 mg ngay 1 Ian trang 28 T 1.7 1807 Khéing qua 40 mg

14 ngay ngay atorvastatin/ ngay

Telapravir Khdng cd di iigu Khong cd dirlidu | Tranh sir dyng Atorvastatin

Nutdc &p burdi, 240 mL 40 mg, liu duy nhat 137% Tranh dung lugng Ién nutc ép

Ngay 1 lan * budi ddng than véi Atarvastatin
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Diltiazem 240 mg ngay 1 tan, 40 mg, liu duy nhét 1561% Sau khi bat dau hodc sau khi

28 ngay diéu chinh lidu diliazem, can
theo ddi [am sang thich hop &
cac bénh nhan nay.

Erythromycin 500 mg ngay 4 18n, 7 ngdy | 10 mg, liéu duy nhét 133%" Dung liéu thap hon lidu 161 da
va theo ddi 13m sang cho cac
bénh nhan nay.

Amlodipin 10 mg, liu duy nhat B0 mg, lidu duy nhét 1 18% Khang ca khuyén nghj dac

bigt.

Cimetidin 300 mg ngay 4 lan,
Zwin

10 mg ngay 1 1an trong 4 tuan

| nhd hon 1%*

Khéng co khuyEn nghj déc hiét

T noay

Hdn dich khang acid chia magnesiva | 10 mgngay 1 & wong 4 wan | } 38%" Khdng co khuyén nghi déc

nhém hydroxyd, 30 mL ngay 4 1an, 2 biét.

twén

Efavirenz 600 mg ngay 1 lan, 10 mg trong 3 ngay 1 41% Khong co khuyén nghi dac bigt

14 ngay

Ritampin 600 mg ngay 1 1an, 7 ngay 40 my liéu duy nhét 1 30% Néu khang thé tranh duge vige

{duge ding ddng thi) diing dong thar, khuyén nghi

Rifampin 600 mg ngay 1 14n, 5 ngay 40 mg liéu duy nhat 1 80% viéc dung ddng thi

{liéu cach nhau) glorvastatin vii rifampin, két
hgp vdi theo dai [3m sang.

Gemfibrozil 600 mg ngay 2 lan, 40 mg fiéu duy nhét 1 35% Ding libu khd ddu thép va

7 ngay theo ddi lam sang cho cc
bénh nhén nay.

Fenofibrat 160 mg ngay 1 14n, 40 my ligu duy nhét 1 3% Diing lidu khai déu thdp va

theo ddi 1dm séng cho céc
bénh nhan nay.

& S6 ligu cho biet muc thay d6i xJan bigu th ty 1& den gién gitra vide ding dng th va dung atervastatn dom ddc (tuc 13, 14n = khdng thay ddi].

S ligy bieu thi bang % thay ddi cho higt % khac biét so vai ding atorvastatin don dic (we 13, 0% = khong thay ddi).
#  Xem cac phan Cénh bao va than trong déc bigt khi st dung va Tuong téc vor céc thude khac v céc dang uong téc khiac vé bign

i lam sang.

Chira mdt hodc nhiéu thanh phan e chi CYP3A4 va ¢ thé lam tang ning 8 trong huyét weng cua cac thudc duge chuyén haa
bt CYP3A4. Udng mit cic dung tich 240m! nudc ép budi cing dén dén [am giam 20,4% AUC cha cht chuyén hoa co hoat tinh (

orthohydroxy. Lugng lén nuge ép buai {tén 1.2 L hang ngay trong 5 ngéy] lam tang AUC cla storvastatin 2.5 1an va AUC cla
chat ¢d hoat tinh {atorvastatin va cac chét chsyén hoa).
Hoat ddng wng duang cia atorvastatin ting s6

Sy tang dutfc bid thi b “ 1", gidm bigu thi br |

Bang 2: Anh huting cla atorvastatin lén duge dang hoe cia cac thuc ding déng thai

Atorvastatin va ché dd liu

Thudc dung dong thai

Thudc/ Ligu {mg)

Thay d6i vé AUC®

Khuyén nghj lam sang

80 mg ngdy 114n trong 10

Digoxin 0,25 mg ngay 1 1an, 20 ngay

T15%

Cn theo ddi bénh nhén

ngay

ngay ding digoxin mat cach
thich hgp.
40 mg ngay 1 1an trong 22 Thufc tranh thai diing dudng ubng ngay | 1 28% Khéing cé khuyan nghi
ngay 118n, 2 thang 1 19% dac bigt
-narethindrane 1 mg
- ethinyl estradiol 35 g
80 mg ngay 1 lan trong 15 * Phenazone, 600 mg liéu duy nhét T 3% Khang co khuyén nghj

dac bigt.

EGIS PHARMACEUTICALS PLC <y
Budupest - Hungary “éﬁ;ﬂc‘ 1S




& St ligu biéu thi bang % thay dai cho bit % khéc biét so vdi ding atovastatn don ddc {tuc 14, 0% = khang thay doi).
Viéc ding déng thii ligu lap lai atorvastatn va phenazone cho théy anh huang 1at nho hoac khdng phat hign duge dén thanh thai
phenazone.
Sir tang duge bidu thi bin "1, gidm bidu thi béi * |"
St duna thude che ue em
Cac nghién cttu vé treng tac thude méi chi duge thue hign & nguai Iin, Mic d§ céc wong tac khi st dung thudc cho té em chua duge
hidit dén. Céc twang tac dé cap & trén ddi vl ngudi lin va céc canh bao khi ding thudc nén dugc xem xét khi sit dung thude cha tré em,

Diing thudic cho phy nit cd thai va cho con bi

Phy ni cd khd néng cd thai

Phy nir ca kha nang cd thai nén su dyng cac bién phap tranh thai thich hgp trong khi diéu 1rj (xem phan Chéng chi dinh).

Fhu nd? cd thai

Kndng dung Torvazin trong thai ky mang thai {xem phan Chdng chi dinh}. Ba an toan cda thudc khi dang cho phu nif cd thai chua dugc
xac dinh. Chua cd cac thit nghiém 1m sang cd kiém soét vé skt dung atarvastatin cho phy nii ¢d thai. Ba cd cac bdo cdo hidm gap vé di
14t bAm sinh sau khi tip xic vdi cac chit i ché HMG-CoA reductase trong tif cung. Nghién e trén déng vét da cho thay dc tinh cia
thudc d6i véi sinh san {xem phan D ligu an toan tién lam sang).

Biéu tri cho ngui me béng atorvastatin cd thé 1am giam ndng mevalonat- mot tién chét cda sinh tong hgp cholesterol cla thai nhi.
Chimg vita xg ddng mach 1a mdt qué trinh man tinh, va thing thudng viéc ngung dung cée thudc ha lipid trong thdi ky mang thai sé co
tic dgng nha dén cac nguy co dai han cla tang cholesterol méu nguyén phét,

Vi nhing Iy do nay, khéng nén sir dung Torvazin cho phy i dang cd thai, dang dy dinh cd thai hodc nghi ngd dang mang thai. Nén tam
dinh nging diéu trj bang Torvazin trong 1hoi gian mang thai hoie cho dén khi xac dinh duge rAng ngudi phy nit khdng mang thai (xem
phan Chéng chi dinh)

Phy ni? cha con bi

Chua bit duge ligu atorvastatin hodc cac chat chuyén hoa cla no co duge tiét vao sia me hay khang. O chugt cing, ndng d6
atorvastatin va cac chdt chuyén hoa cla nd trong huyét weng wong 1y nhu trong sta chugt me (xem phan Dir ligu an toan tién 1am
sang). Do kha nana xay ra cac phan tng cd hai nghiem trgng, nén phy nit dang ding Torvazin khang nén cho con bl (xem phén Chéng
chi dinh). Atorvastatin duge chng chi dinh trong sudt théi ky cho con b {xem phén Chng chi dinf].

Anh hudng dén khd nang sinh san

Trong cac nghién cru wén dong vat, atorvastatin khang anh hudng 161 kha nang sinh san cua ddng vat thi nghiém dyc va cai xem phén
Ditlidu an toan tién 1am sang).

Anh hutng dén khd nang 141 xe va van hanh mdy mdc
Tarvazin cd anh hudng khdng déng k& dén kha nang 14 xe va van hanh médy mac.

Céc tdc dyng khiing mong mudin

Nai chung, statin dung nap tdt, ty I8 phai nging thudc thap hon so vifi cac thudc ha lipid khac. Tén sa tac dyng khdng mong mudn & moi

statin wong 1y nhau,

Trong co sd i ligu cda thu nghiém 13m sang atorvastatin cd kiém sodt gia duge tén 16,066 (8755 atorvastatin so vi 7311 gid duge!

bénh nhan dugc diéu i rong 1hai gian trung binh 53 wén, oo 5,2% bénh nhan ding atorvastatin phai ngung dung thude do cac phan

(mg cd hai sc voi 4,0% bénh nhan dung gia duge.

Dya rén s6 ligu t céc nghién citu 18m sang v kinh nghiém khi dva thudc ra st dyng rang 1@, béng sau day thé hién sy ma 18 phan g

co hai khi ding atorvastatin,

Tan suét xdy ra cac tdc dyng khang mong mudn duge phin loai nhe sau: thudng gap (21/100 dén <1/10): khong thuiing gap

{21/1000 dén <1/100); hiém gap (21/10000 dén <1/1000}; 4t hiém gap {<1/10000): khéng biét (khing thé ude legng 1 cac di

lidu hién co).

Nhiém tring vé nhiém ky sinh tring

Thuting gap: viém md - hong

BT Ioan hé méu vé bach huyét

Hiém gap: giam iy cau

Rd7 Iogn hé mién dich

Thirng gap: phan tng di ing.
EGIS PHARMACEUTICALS 1o oo
Bt HEILE}F; UTICALS | uﬂ??&;:s

-

——
—




Rt hiém gap: phan tng phan vé.

R logn hé chuyén hda vé dinh dudng

Thutng gap: tang dutrng huyét

Knhdng thuting gap: giam duang huyét, tang can, chan an

Ré7 logn tém thén

Khang thung gap: gap ac mgng, mét ngu

Khdng biét: Suy gidm nhan thic {nhu médt vi nhd, [0 1an...)

Rd7 Iogn hé thin kinh

Thuting gap: nhic dau,

Khang thuitng gdp: chong mat, di cam, giam do nhay cam, rdi loan vi gidc, hay quén

Higm gap: bénh than kinh ngoai bién

Rdi loan d mét

Khang thing gép: nhin mg

Hiém gap: rdi loan thi gide

R67 loan tai vé mé dao

Khdng thutng gap: U tai

Rét hiém gap: giam thinh gidc

Rdi logn hé hdp, ngue vé trung that

Thugng gap: dau hong - thanh quan, chay mau cam

Rdi loan tiéu hda

Thutng gap: tao bén, ddy hoi, kha tigu, budn ndn, téu chay

Khéing thurdng gap: ndn, dau byng trén va bung dudi, g hot, viem y

R67 logn gan mét

Khdng thising gap: viém gan

Higm gap: it mét

Rat hiém gap: suy gan

Rdi logn da vé mé dudi da

Khding thuimg gap: may day, phat ban, ngura, ryng tc

Hiém gap: phi mach than kinh, viém da bang nude k& ca ban d6 da dang, hdi ching Stevens- Johnson va hogi t thugng bi nhigm dic
Rb} logn co xwong vé mo lign ket

Thung gap: dau co, dau khdp, dau & ddu chi, co that co, sung khdp, dau lung

Khang thitng g3p: dau cd, méi co ,

Higm gap: bénh co, chitng viém co, tiéu co van, bénh vé gan, doi khi bién ching din gan. . 2
R6i loan vi v hé thoing sinh sén %
Rat higm gap: chimg to vi & dan fing

Ro% loan tedn thén vé tai vi trf ding thuse

Khaing thuting gdp: y&u, suy nhuge, dau ngye, phu ngoai vi, mét moi, sot

Anh hudng 06 ket qué xét nghiém

Thuimg gap: két qua thir chire nang gan bat thrang, 1ang ning dd Creatine kinase rong mau

Khiing thudng gap: c6 1@ bao bach cdu trong nude tidu,

Khiing bidt: tang HbA e,

Cing nhw vdi cac chat de ché HMG-CoA reductase khac, tang ndng dd cac ransaminase trong huyét twong da duge ghi nhan o bénh
nhan dung atorvastatin. Nhimg thay déi nay thuang nhe, thoang qua, va khing cAn phai ngitng diéu tri. Sy tang dang k& co y nghia lam
sang (>3 1n gidi han trén cda mde binh thutng) coa ndng d6 transaminase trong huyét thanh duge ght nhan ¢ 0,8% s banh nhan ding
atorvastatin. Sy 1ang nay lién quan dén lidu dung va co thé hdi phuc @ 14t cé cac bénh nhan.

Trong cac thir nghiém lam sang, ndng dd Creatine kinase (CK) trong huyét thanh tang cao hen 3 1n gidi han rén cua mue binh thutng
xay ra ¢ 2,5% s bénh nhan ding atorvastatin, twong 1y nhu céc chét de chd HMG-CoA reductase khéc. Nong d9 CK cao han 10 Ian gidi
han trén cua muc binh thuting xdy ra & 0,4% s& bénh nhan diéu tri bang atorvastatin (xem phdn Canh bao va than trong dac bigt khi st
dyng).

Cac anh huang theo nhom:

- Rai logn chitc nang tinh dyc

= -
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g Tram cam

- Céc truemg hop d3c bigt cla bénh phii ke, dac bist 1a didu w da han (xem phdn Canh bao va than tgng dac biétkhi st dyng)

- D41 théo dutrng: tin sa sé phuy thude vao viée co hay khdng cb cac yéu 1@ nguy co (ndng dd duang huyét lue déi > 5,6 mmal/L,
ohi s6 khdi co thé >30 kg/m”, ting wriglycerid, tién st tang huyét dp).

Si dyng thudc o 1ré em

Cor sc ot liéu an toan [am sang bao gdm dit liéu an tean cia 249 bénh nhan tré em ding

atorvastatin, trong 46 c6 7 banh nhan < 6 tudi, 14 bénh nhan 13 trong dg wdi wr 6 dén 9 va 228 bénh nhan trong dg wdi r 10 dén 17,

Rai foan hé than kinh

Thutmg gép: Dau du

R Ioan tiéu hia

Thuting gap: Bau byng

Két qua xét nghiém

Thutng gap: tang Alanine aminotransferase, tang creatine phosphokinase treng mau.

Dua trén cac dir ligu da c6, 1@n sudt, loai va mitc di nghiém twgng coa céc phan dng bat loi ¢ wé em dugc dy kien la giong & ngudi ldn.

Cho dén nay, cac dif lidu an toan dai han khi st dyng thudc cho e em con han ché.

Théng bdo cha bdc sy bigt cac tdc dung khéng mong mudh gap phai trong gud trinh sd dung thudc

Qud lidu

Chura c6 bign phap gidi doc déc higu kni ding qua liéu Torvazin, Néu xay ra tinh trang qua ligu, can tign hanh diéu rj méu chimg va digu
tri hd e, Can xét nghiém chic nang gan vé thee dii ndng d6 CK trong huyé: thanh. Do atorvastatin dugc gan kit nhidu véi pratein huyét
wong, loe méu khang guip duge nhidu trong vidc foai ba atorvastatin khoi oo the,

CAC BAC TINH DUGC LY

Béc tinh dugce Iyt hoe

Nhdm duge Iy Thudc diéu hoa lipid, Gc ché men HMG-CoA-reductase,
Ma ATC: C10AADD

Lot ché tde dung

Atorvastatin 13 m1 chat e ché chon lgc va canh ranh HMG-CoA reductase, enzym gidi han tdc @9 c6 vai ird trong vie bidn ddi 3-
hydroxy-3-methylglutaryk coenzym A thanh mevalonat, mdt tién chét cda céc sterol bao gom c cholesterol. Cac triglycerid va cholesterol
rrong gan duge két hop vai lipaprotein ty trgng rat thdp {VLDL) va duge giai phéng vao huyét wong dé phan phdl dén cée md ngoai bign.
Lipoprotein ty trgng thép {LOL) dugc tgo ra 1 VLDL va bj di hda chi yéu thong qua cac thy thé co i lyc cao ddi vdi LDL (thy thé LDL).
Atorvastatin lam gidm nong dg cholesterol va lipopratein huyét thanh béng cach Gc ché HMG-CoA reductase va sau dd |3 qua trinh sinh
16ng hop cholesterol tai gan va lam tana sd lugng cac thy thé LDL trong gan trén bé mat & bao gitp tang cudng hip thu va di hda LDL.
Atorvastatin lam giam sy tao thanh LOL va s lugng céc tidu phéan LDL. Atorvastatin 1o ra sif gia tang hodn toan va bén vitng trong hoat
ddng cua thy thé LDL cung vdi sy thay d6i cd lgi vé chat lvgng cla cda céc hat LDL wan hon. Atorvastatin ¢6 higu qua trong viéc I3m
giam LOLC & bénh nhan tang cholesteral mau gia dinh kigu ddng hp 1, ddi wong bénh nhan mé thuang khing dap tng véi cac thudc
ha lipio.

Trong mot nghign citu vé dap ung lieu ding thudc, Atorvestatin da duge chimg minh lam giam ndng d9 cholesterol toan phén
{30%-46%), LOL-C {41%6 1%}, apolipoprotein B (34%50%), va céc triglycerid (14%-33%) trong khi tao ra cdc mic tang khac nhau vé
HDL-C va apolipoprotein A1,

Thudc cdng cd téc dyng 61 véi bénh nhan ting cholesterol mau gia dinh kidu di hep W, 1ang cholesterol méu khdng c6 tinh gia dinh, va
tang lipid mau hon hgp, k& cé bénh nhan dai thao dung khdng phy thudc insulin,

Sy giam cholesterol toan phén, LDLC, va anolipoprotein B da duge ching minh I 1am gidm nguy cr céc tai bién tim mach va ty 16 1
vong do bénh tim mach gay ra.

Tang cholestero! méu ara dinf) kiéu déng hop tv

Trong mdt nghién ctfu da trung tam kéo dai 8 wan wén 335 benh nhan, 89 bénh nhan trong s do duge xéc dinh 1ang cholesterol méu
gia dinh kiéu dang hop 1, 0 89 bénh nhan nay. nng di LDLE giam trung binh khoang 20%. Atorvastatin duge ding § cac lidu 1én dén
80 mg/ngay.

Xo vida dong mach
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Trong nghién ctu didu i xo vita ddng mach bang tich cyc giam lipid (Reversing Atherosclerosis with Aggressive Lipid-Lowering Study
IREVERSALJ) dutgc tién hanh véi thuéc phat minh, téc dyng ha lipid manh bang atorvastatin 80 mg va muc dd hg lipid chun bang
pravastatin 40 mg trén xe vita dgng mach vanh duge dénh gia bang sidu am ndi mach (IVUS), trong khi chyp mach, & bénh nhan méc
bénh mach vanh. Trong th nghiém [am sang ngéu nhién, mi kép, da trung tm, co kiém sodt nay, siéu 3m ndi mach duge thyc hién khi
bat déu va sau 18 thang & 502 bénh nhan. 0 nhom ding atorvastatin [N=253), khéng c s tién trién cua xe vira ddng mach.
Thé tich mang xo vita {chi tiéu chinh cia nghién ciru) gidm 0,4% (p=0,38] rong nhom dung atorvastatin v téng 2, 7% {p=0,001) o nhom
ding pravastatin {n=249) so vdi khi bat déu digu tri. Khi so sanh vdi pravastatin, téc dyng cda atorvastatin ¢d  nghia thang ké (p=0.02}.
Tac dyng ha lipid manh dén cac chi tiéu um mach {vi dy cn thiét phai téi tao mach, nhéi mau co tim khdng gay 1 vong, 1 veng do
banh mach vanh) khong duge khao sat rong nghién cuu nay.
Trang nhom ding atorvastatin, LDL-C gigm dén trung binh 2,04 mmol/l £ 0.8 (78,8 mg/dl £ 30) tir ndng 4§ ban dau 3,89 mmol/| +
0,7 (150 mg/dl + 28} va ¢ nhém pravastatin, LOL-C gidm dén trung binh 2,85 mmal/| £ 0.7 {110 mg/dl £ 28] w ndng 6§ ban déu
3,89 mmol/! £ 0,7 {150 mg/dl & 26} (p<0,0001). Atorvastatin cing gidm déng k& ndng dd cholesterol twan phén trung binh 34,1%
{pravastatin: -18,4%, p<0,0001), néng d¢ triglyceride trung binh 20% {pravastatin: -6,8%, p<0,0009), va néng d9 apolipoprotein B trung
binh 39,1% (pravastatin: -22,0, p<0.0001). Atorvastatin lam tEng ndng do HOLC trung binh 2,9% {pravastatin: +5,6%, p= khong dang
k&]. CRP giam trung binh 36,4% trang nham ding atorvastatin so v muc giam 5,2% & nhém pravastatin {<0,0001).
K6t qua nghién clu thu dvge vai mirc liéu 80 mg. Do do, cac ket qua khang thé ngoai suy cho céc héu thip hon.
Cae thing sd vé s an twan vé kha ndng dung nap cla hai nhom diéu tn da duge so sénh,
Téc dung cia giam manh ndng dd lipd dén cac chi tiéu tim mach chinh da khang duge khao sat trang nghién ctu nay. Vi véy, ¥ nghia
lam sang ctia nhiing k&t qué lién quan dén phong ngira céc tai bién tim mach nguyén phat va thit phat chva dugc bigt.
Hoi ching mach vanh cén
Trong nghién ctiu MIRACL, dugc tién hanh véi thudc phét minh, tie dyng cda atorvastatin 80 mg duge danh gia & 3.086 bénh nhan
{atorvastatin n=1.538; gia dugc n=1.548} mac hdi chimg mach vanh cdp (nhdi mau co tim khang cd sng O hodc dau that ngue khdng
&n dinh). Vigc diéu 1j da dugc wign khai trong giai doan cap sau khi nhap vién va kéo dai trong 16 tudn. Bidu t béng atorvastatin
B0 mg/ngay lam kéo dai thii gian dén khi xudt hién céc uéu chi so cdp hon hop. duge xac dinh 1 1 vong do nguyén nhan bat ky, nhdi
méu co tim khding gdy 10 vong, ngiing tim digc hdi stc, hodc dau that ngye vdi bigu hién thieu mau cyc bg co tim cén nhap vién, cho
thdy mite gidm nguy co dat 16% (p=0,048). Biéu nay chi yéu |3 do mic gidm 26% khi téi nhap vign do dau that ngyc véi bidu hidn thidu
mau cye ba ca tim {p=0,018}. C4c tiéu chi danh gia thy ¢dp khac khong cd v nghia thing ké {t6ng the: gid duge: 22.2%, atorvastatin:
22 4%}
Dit ligu an todn cla atorvastatin trong nghién ciru MIRACL 13 phd hop vdi nhing gi duge md 18 rong phan Cac téc dung khidng mong
mudn

hong anh tim ma (
Téc dyng cla atorvastatin dén bénh mach vanh cd va khong géy t vong duge dénh gia rang mgt nghién ciu ngéu nhién, mu kg, cd
kiém soat gié dugc [Anglo-Scandinawian Cardiac Outcomes Trial Lipid Lowering Arm {ASCOT-LLAY), dvgc thye hién vai thudc phat minh.
Bénh nhan bj tang huyét ap, 1 40-79 wdi, chua ting bi nhdi méu co tim hodc chua didu 1 dau that nguc, va ¢d ndng da cholesterol
tan phan < 6.5 mmal/1 {251 mg/dl).
T4t ca bénh nhan co it nhét 3 trong s6 céc yéu t@ nguy co tim mach; nam gidi, wwdi 2 55, hit thudc, méc bénh tiéu dung, tién st bénh
mach vanh ¢ giai doan dau, 1y 12 cholesterol toan phan: HDL-C > B, bénh mach mau ngoai bién, phi dai that rai, of tign st tai bign mach
mau nao, bat thudng dién tdm di dac trung, protein méu/albumin nidu. Khong phai 13t ca cac bénh nhan déu duge danh gid 13 ¢ nguy
¢o cao ddi vdi tai bign tim mach 1an dau.
Bénh nhén dugc didu r bang thudc chdng tang huyét ap (amlodipine hodc atenolol) va atorvastatin 10 mg mdi ngay {n=5.168) hodc gid
duge (n=5.1371.
Téac dyng gidm nguy co tuyét doi va tweng dai cda atorvastatin nhu sau:

Bign cd Giam nguy co wang  Sa lvong bién ¢d Giam nguy co Gid tri p
déi [atorvastatin so v tuydt dgi
(%) gié duyc) (%)
Bénh mach vanh gay w vong cing véi nhai mau 36 100 so véi 154 1,1 0,0005
co tim khéing géy 1 vong
Téing s bién cd tim mach va ouy Trinh 14i 130 20 389 so voi 483 19 0,0008

nhimg mach mau md
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Tdng s& bién cd ding mach vanh 29 178 so véi 247 14 0,0006
"Dya trén sy chénh léch vé 1 Ié céc bién of chira phat 1rién xay ra trang (hi gian theo dai trung binh 3,3 nam,

Téng sd tudng hyp 1 vong va 1tk vang do bénh tim mach khdng gidm dang k& {185 so véi 212 bién 6, p=0,17 va 74 so vdi 82 bién cd,
p=0,51}. Trong cac phan tich nham theo gidi tinh (81% nam gidi, 19% nt gidi, tac dyng ¢6 I cla atorvastatin duge tim théy & nam gidi
nhung khang thay & ni gidi, ¢d thé do ty 12 bién o thdp rong céc nhm nd. Tang sd ca w vong va 1k vong do bénh tim mach cao hon ¢
bgnh nhan nd (38 so véi 30 va 17 so vdi 12}, nhung didu nay khong cé § nghia thing ké. Biéu 1ri tang huyét ép c6 wong téc dang ké
dén qué trinh diu ti. Tiéu chi danh gia chinh {b3nh mach vanh gay Wt vong cling véi nhdi mau co tim khdng gy 1 vong) giam déng ke
do téc dyng cua atorvastatin @ cac bénh nhan diéu trj bang amiodipin (HR 0,47 [0.32-0,68]. p=0,00008), nhung khding xay ra @ céc
bénh nhan diéu trj bang atenolol (HR 0.83 [0,59-1,17]. p=0.287).

Anh hudng clia atorvastatin ddi voi bénh tim mach géy 1t vong va khng géy 11t vong ciing duge danh gia trong mét thir nghiém ngéu
nhién, mii kép, da trung tam, co kiém soét gia duge (Collaborative Atorvastatin Diabetes Study (CARDS), dugc tién hanh di vdi thude
phat minh, trén bénh nhan dai thao dudng wyp 2, tr 40 @8n 75 wdi, khdng co 1én st v& bénh tm mach va cd ndng 68 LOLL <
4,14 mmol/1{160 mg/dl} va triglyceride < 6,78 mmol/1 {600 mg/dl).

T4t ¢& cac bénh nhan co it nhat 1 wong nhitng yEu td nquy c¢ sau day: tang huyét p, ht thudc, bénh vang mac, albumin niéu vi the
haac albumin nigu dai the.

Bénh nhan dugc digu 1 bang hoac atorvastatin 10 mg moi ngay (n=1.428) hoac gia dugc (n=1.410} trong thai gian theo ddi rung binh
3.9 ném,

Téc dyng gidm nguy oo wyét d6i va wong ddi cua atorvastatin nhur sau:

Gidm nguy cowong S lugng bigncd  Gidm nguy co tuyt

ddi tatnrvastatin $o vii gia i
Bién ¢6 %) dure) {%) giatnp
Céc bién cd tim mach chinh {nhdi mau 37 83 sovdi 127 3.2 0,0010

ci tim ¢dp gay W vong va khdng gay
vong, nhoi mau ca tim khang cd 1rigu
ching, 1 vang do bénh mach vanh
cap, dau that ngyc khong 6n dinh, bic
chu dong mach vanh, nong réng ddng
mach vanh qua da, 181 tao nhing mach
mau mdi, 4ot quy)

Nhai méau co tim {nhdi méu cor tim cép 42 38 so voi 64 1.9 0,0070
gy 1wrvong va khong gay 1 vong,
nhéi mau ca tim khdng cd triéu chitng)

ot quy (gay W vong va khing géy 1 48 21 s0 voi 39 13 0,0183
vong)

Dua trén sy chénh léch vé ty 18 cc bidn ¢ chira phét trién xay ra trong thii gian theo ddi trung binh 3,9 nam.
Khding ¢ bang ching vé syt khac biét trong hiu qud didu trj theo gidt tinh, wdi téc, hogc ndng 46 LDLL ban déu,

Mt xu hudng cd Igi vé 1 18 1 vong da dugc ghi nhan (82 trwéng hgp tit vang trong nhém ding gia duge so vdi 61 tuting hgp t vong

irang nhdm ding atorvastatin; p=0,0592}.

93t quy 16 ol

Trong nghién cdu phong ngtra Aot quy bang cach tich cyc giam nang dé cholesterol (Stroke Prevention by Aggressive Reduction in

Cholesterol Levels [SPARCL)), anh hutng cta vigc ding atorvastatin 80 mg mo1 ngay hoac gia duge dfi véi nguy oo dot quy duge dénh

gid ¢ 4731 bénh nhan by ddt quy hode con nhdi mdu cyc bo thodng qua (TIA) trong vong 6 théng va khdng cd tién st bénh mach vanh

tim {CHD). Cd khoang 0% bénh nhan nam ur 21-92 woi (trung binh 63 tudi) va cd ndng dd LDL ban ddu trung binh 3.4 mmol/I

{133 mg/dl). Ndng dd LOLC trung binh 1,9 mmol/I {73 mg/dl) rong sudt thai gian didu i béng atorvastaun va 3,3 mmol/l {129 mg/dl)

wrong suft thiri gian diéu ty bang gid dutge. Thir gian theo dii trung binh 12 4.9 nam.
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Atorvastatin 80 mg lam giam 15% nguy ca bién o chinh dét quy g3y uf vong hodc khang gay 1 vong (HR 0,85; 85% CI, 0.72-1,00;
0=0,05 hodc 0,84; 95% C1, 0,71-0,99: p=0,03 sau khi didu chinh cac yéu td ban déu) so vet gid duge. Ty 18 1 vong do @t ¢4 cac nguyén
nhanla 9,1% (216/2.365) ¢ alorvastatin so v 8.9% {211/2.366) ¢ gia dugc.

Trong mdt phan tich hau nghiém, atorvastatin 80 mg lam giam 1y 1 dot quy nhdi mau (218,/2.365), 8,2% so vdi 274/2.366, 11.6%,

p=0,01) va lam gidm 1 18 ddt quy xuat huyét (55/2.385, 2.3% so vdi 33/2.366, 1,4%, p=0.02) so vdi gia durge,

. Nguy co déit quy xudt huyét gia tang & bénh nhan da ting bi A4t quy xudt huyét (7/45 di vii atorvastatin so vdii 2/48 vai gia
duge; HR 4,06; 95%C1, 0,84-19,57) va nguy co ddt quy thifu mau cyc bg 1a weng 1y gilta cac nhdm (3/45 ddi vdi atorvastatin
so v 2/48 vdi gia dvge; HR 1,64; 35%C1, 0,27-9,82).

* Nguy co ddt quy xuat huyé gia ting ¢ bénh nhén @ tig bi nhéi mau @ khuyét wudc 6 (20/708 d6i vé' atorvastatin so vai
4/701 vdi gia duge; HR 4,99; 95% CI. 1.71-14.61), nhung nguy co dot quy thiéu mau cyc ba cing duge giam @ nhing bénh
nhan nay {79/708 ddi vi atorvastatin so vii 102/701 vai gia duge; HR 0,76; 35% CI, 0.57-1.02). Cd thé 13 nguy co dét quy hé
théing duge 13ng Ién & bénh nhan da ting bi nhéi mau & khuy8t st dyng atorvastaun 80 mg/ngay.

Ty 18 1t vong do mgi nguyén nhan la 15,6% {7/45) ddi van atorvastatin so vdi 10,4% (5/48) wrong cac phan nhom bénh nhén da timg b

dat quy xut huyét tuge d6. Ty 18 1 vong do moi nguyén nhdn 1a 10,9% (77/708) dai véi atorvastatin so vdi 9,1% (64/701) v gid

duge trong phéan nhom bénh nhan da g bi nhdi mau @ khuyét rude do.

Sul duna thudc ¢ 16 em

Téng cholesterol méu gia dinh kil df hep 1 @ bént nhan 6 em cé dg i 6-17 tidi

Nghién ciiu mé nhan treng 8 wén dé danh gia duge dong hoe, duge lye hoe, va tinh an wén va khd nang dung nap cua atorvastatin da

durge thye hién & tré em va thanh thigu nién tang cholesterol gia dinh kiu di hap ¢ dugc khang dinh vé mat di tuyén va ndng dg LOL-C

ban d4u = 4 mmol/L. Téng s6 39 1ré em va thanh thiéu nién wr 6 dén 17 wdi da tham gia vao nghién ctu. Nhdm A gém 15 e em 1w 6

dén 12 tudhi va o giai doan Tanner 1. Nhom B gfm 24 tré em & 10 dén 17 tdi va @ giai doan Tanner 2 2,

Lidu khdi d4u cda atorvastatin 13 mt vién nén nhai 5 mg mdi ngdy cho nham A va mat vién nén 10 mg mdi ngay cho nhom B. Lidu

atorvastatin duge pheép tang gdp doi néu bénh nhan khing dat duge myc tiéu ndng do LOLL < 3,35 mmol/L tgi wén 4 va néu

atorvastatin duge dung nap 1.

Gia tri trung binh cda LOLC, cholesterol toan phén, VLOLL, va Apo B giam xudng vao twan thit 2 ¢ 1t ca cac bénh nhén tham gia nghién

ciu. B6i vii cac bénh nhan can tang gdp 66i liéu dung, con quan sét thay sy giam hon nifa, tude thai gian 2 wan, @i thii diém dénh gia

I&n dAu sau khi tang liéu. Ty I& phdn wam gidm trung binh vé céc thing s6 lipid 13 wong ty nhau ddi vdi cd hai nham, ke ca bénh nhan

vén dang dung liéu ban dau hoac 1ang gép dai liéu ben dau. Tai wan 8, binh quan ty 18 phan wam LOLC va chalesterol wan phén thay

ddi so vdi ndng dd ban dau dat xap «i wong ing 13 40% va 30% tén khodng mifc 1i8p xic.

Téng cholestero! méu qia dinh kiéu dy hap t @ céc bénh nhén 1ré em cd 46 twér 10-17 wor

Trong mdt nghién citu gia duge cd kidm sodt, mi kép udp sau giai dogn md nhan, 187 bé trai va bé gai sau khi cd kinh nguydt tir 10-17

i {trung binh 14,1 tudi) tang cholesterol mau gia dinh di hp t {FH) hodc 1ang cholesterol méu 1rdm trong duge chgn ngdu nhién dé

dung atorvastatin {n=140} hodc gid duge (n=47) trong thri gian 26 tuan va sau d6 14t ca dung atorvastatin trong 26 twén. Liu higng

atorvastatin |1 1an/ngay) 1a 10 mg trong 4 win dau tién va tang lidu dén 20 ma néu ndng do LOL-L > 3,36 mmol/l. Atorvastatin giam

dang ke ndng dd cholesterol 1oan phén, LOL-C, cac triglycerid va apolipoprotein B trang huyat wang trong gial doan mi kép kéo dai 26

wan. Nong g LOLLC dat duge trung binh 13 3,38 mmol/I (knodng: 1,81-6,26 mmal/l} trong nhém ding atorvastatin so vdi 5,91 mmol/]

{khoang: 3,93-9.96 mmol/I} trang nham ding gid duge trong giai doan mi kép kéo dai 28 twan.

Mt nghién ciru & té em khac vé atorvastatin so vdi colestipol & bénh nhan téng cholesterol mau c6 dd tudi 10-18 d3 ching minh ring

atorvastatin (N=25) gay ra sy gidm dang k2 vé ndng dé LDL-C tal wan 26 {p<0,05) so vl colestipol N=31).

Mt nghién citu @ bénh nhén tang cholesterol mau trdm wong (bao gdm cé tang cholesterol mau ddng hyp 1) 1én 46 bénh nhan 1é em

dugc digu ti bang atorvastatin vdi liéu duge tang theo dép tng cla oo thé {mdt s6 bénh nhan dung 80 mg atorvastatin méi ngay).

Nghién ciu nay kéo dai 3 nam: nong dd LDI-cholesterol gidm 36%.

Hiu qua lau dai cda liéu phap diéu tri bdng atorvastatin & tré em a8 lam gidm 1y 18 méc bénh va 1 18 b vong & tudi rudng thanh dén

nay van chua dugc xéc dinh.

Co quan quén 1y duge pham chau Au da b quy dinh yéu cdu cung cép cac két qua nahién ciu Torvazin (atorvastatin) & té em dud) 6

i trong diéu 1 1ang cholesterol mau di hgp i va & 1ré em dusi 18 wdi rong diéu 1 tang cholesterol mau gia dinh kidu ddng hop 10,

ang cholesterol mau han hgp, tang cholesterol méu nguyén phét va rong phong ngifa céc tai bign tim mach (xem phén Liéu lugng va

cach dung cho tré em),
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Atorvastatin duge hap thy nhanh chong sau khi udng; néng dg dinh trong huyét wang (C.. dat duge trong vong 1 dén 2 gio. Mic dg
hép thy tang wong tng vdi liéu atorvastatin. Sau khi udng, vién nén bao phim atorvastatin cd sinh kha dyng dat 95% dén 99% so vii
dung dich udng. Sinh kha dyng tyét ddi cia atorvastatin dat xdp xi 12% va sinh kha dyng wan than cla hoat tinh dc ché HMG-CoA
reductase dat xap xi 30%. Sinh khd dyng toan than thap I3 do thanh thai trudc khi hdp thu toan than trong niém mac dudng téu hoa
va/hodc sy chuyén hoa ban dau & gan.

Phén b

Thé tich phan b trung binh clia atorvastatin dat xdp xi 381 L. €6 = 98% atorvastatin gan k&t vdi cac protein huyét wong.

Chuyén hda

Atorvastatin duge chuyén haa béi cytochrome P450 3A4 thanh car dén xuat ortha va parahydroxylat hoa va céc san pham beta-oxy hda
khac nhau, Cac san phdm nay con duge tigp te chuyén hda thdng qua qud trinh glucuronid héa. Trong /7 wive, téc dyng Gt ché
HMG-CoA reductase cha chét chuyén hoa ortho va parahydroxylat hoa turing dureng vdi atorvastatin, Khoang 70% hoat tinh tc ché
HMG-CoA reductase |3 cia cac chat chuyén hda co hogt tinh.

Thai tro

Atorvastatin duge thi tar chi yéu qua mat sau qué wrinh chuyn hda trong gan va/hodc ngoai gan. Tuy nhién, atorvastatin khang tham
gia dang k& vao vong twén hoan gan rugt. Thai gian bén thai rung binh cua atorvastatin rong huyét wong ngudi xap «i 14 gid. Thisi gian
ban thai c4a hoat dgng tic ché HMG CoA reductase khoang 20 dén 30 gidt do sy tham gia cla cac chit chuyén hda cd hoat tinh.

Cdc ddi wong bénh nhdn dic biét

Nowgi gié:

Ndng dd atorvastatin va cac chét chuyén haa co hoat tinh trong huy8t twong cao hon & nguti gia khde manh so vai ngui 1ré wai vong
khi cac tac dyng doi v lipid thi tuong t nhy @ bénh nhén 1é tudi.

Theo mét nghién citu ma nhan kéo dai B twén, giai dogn Tanner 1 (N=15) vé giai doan Tanner 22 (N=24) bénh nhan tré em {c6 tdi w 6-
17} tang cholesterol gia dinh kiéu di hgp 1 va ndng d4 LDL-C ban du = 4 mmal/L dugc diéu tri vdi vién nén nhai atorvastatin 5 hodc 10
mg hoéc vién nén bao phim atorvastatin 10 hoac 20 mg, mot I&n mdi ngay. Trong lugng co thé chi la mat higp bién quan trong trong méd
finh PK ctia nguti st dyng atorvastatin, Thanh thai dutmng udng biéu kién cla atorvastatin & té em weng  nhi & ngudi lén khi so sanh
theo khdi lvgng co thé.

Mirc giam phu hop vé ndng dg LOLC va cholesterol wan phén da quan sat dwge trén khap khodng tép xuc ctia atorvastatin va o-
hydroxyatorvastatin.

Gidh Linh:

Ning d6 atorvastatin va céc chét chuyén hoa co hoat tinh @ nit gidi khac vii & nam gidi (ni gidi: C... cao hon x3p xi 20% va AUC thdp
hon xdp xi 10%).

Nhing khac biét nay khang co y nghia lam sang dang k&, dn dén khang co khac biét cd  nghia v mét I3m sang trong tac dyng ddi vdi
lipid giita nam gidi va nif gidi.

Bénh than khong anh hugng d&n ndng 86 trang huyét tung hodc tac dgng ddi vdi lipid cla atorvastatin va céc chét chuyén hda cd hoat
tinh.

Sty gan.

Niing d trong huyt twong cia atorvastatin va céc chét chuyén hoa cd hoat tinh tang déng k8 (C... tang xdp x| 16 14n va AUC tang xdp
xi 1118n) & bénh nhén mé&c bénh gan mén tinh do rugu {Child-Pugh nhém B).

Hign twana da hink 1B1:

Sy hap thu tai gan cda 18t ca céc chit e chd HMG-CoA reductase bao gém ¢4 atorvastatin lién quan dén chét van chuyén OATP181, §
bénh nhan da hinh SLOC1B1, ca nguy co gia tang tiép xdc voi atorvastatin, cd thé dén dén tang nguy co tigu co van {xem phan Canh béo
va thdn trong dgc bigt khi sit dyng). Hién wong da hinh trong ma hda gen OATP1B1 {SLCO1B1 £.521CC] ¢6 lién quan dén mifc tip xdc
clia atorvastatin (AUC) cao han gép 2,4 1&n so vdi & cac ddi wong khang co ki2u gen bign thé nay (€52 1TT). Sy hdp thu tai gan bi suy
giam do di truyén cua atorvastatin ciing ¢o the xdy ra & nhing bénh nhan nay. K&t qué cla sy dnh hutng nay van chua dugc biét,

D¢ lidu an todn tién ldm sang

Trong mdt 1§p hgp gom 4 thir nghiém in vitro va 1 thir nghigm in vivo, atorvastatin khong cd kha nang gay dgt bign va gay pha va nhiém
sdc thé. Atorvastatin duge xéc dinh khiing gay ung th & chudt cdng, nhumg liu cao & chugt nhét {gay AUCe.z4, cao gip 6-11 1dn muc
dat duge @ nguoi khi ding liéu khuyén cao cao nhatl cho théy bidu hign cia bénh u twyén 1@ bae gan & chudt nhat dyc va ung thy bidy
md 16 bao gan & chudt nhat cai. Cac nghién cuiu thye nghiém trén ddng vt ching minh ring cac chét tc ché HMG-CoA reductase cd thé
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gay anh hudng d&n sy phat trién cla phdi thai hodc bao thai, 0 chugt cong, thd va cho, atorvastatin khding anh hugng dén kha ning sinh
san va khong gy quai thai, ty nhién, ¢ céc liéu lugng gay ddc cho ddng vat me thi phat hién thay doc tnh dai vai thai nhi & chudt cong
va thd. Cham phat trién bao thai va gidm 1y 1& sdng sot sau khi sinh dugc ghi nhdn trong thi gian 1iép xuc cda dgng vat me vii lidu cao
atorvastatin. 0 chudt cang, co bang ching vé viéc thudt di qua hang rao nhau that. Ndng d{ atorvastatin trong huy8t twong chudt cding
wong ty nhu trang sita chudt me. Chua biét dugc ligu atorvastatin va céc chét chuyén hoa cla nd c6 duge tiét vao sita nguri me hay
khéng.

CAC BAC TINH DUTC HOC
Tinh treng ky
Khéng ép dung

Han ddng
36 thang ke tr ngay san xuat.

Bdo quan
Bao quan & nhigt a9 dudi 30°C. Gitt thudc trong bao bi gdc.

Béng gdi
10 vién nén bao phim ddng trang vi OPA/AI/PVC//AL Mdi hdp gidy chita 3 vi ciing & hugng dan st dyng thude.

NHA SAN XUAT

EGIS PHARMACEUTICALS PLC

Tru sd- 1106 Budapest, Keresztlri (it 30-38., Hungary

Nhé may: 1165 Budapes!, Bokényfoldi dt 118-120., Hungary

EGIS PHARMACEUTICALS PLC;K% =
Budapest - Hungary EG
<

TUQ. CUC TRUONG
P.TRUJNG PHONG o

Jyﬂﬁﬂ Jﬁléf/ t%;ﬂg




