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ORVASTATIN

Boc ki mrdng dan s dyng trude khi ding

THANH PHAN CONG THUC THUGC

* Mi vién nén bao phim ATORVASTATIN 10mg chia:

- Thanh phan hoat chat:

Atorvastatin (Du6i dang Atorvastatin Calci).................. ... 10mg
- Thanh phén t duge: Microcrystalline cellulose calmum carbunate Iactose monohydrate sodium
lauryl sulfate, puwdona magnesium stearate, croscarmellose sodium, HPMC, PEG 6000, Talc, Titan

dioxyd.... Saiwaes iR e s e e V00 T VBN
* Mdi u:én nén hau |]hIiTI ATOHVASTATIN 2l.lmg nhu’a

- Thanh phan hoat chat:

Atorvastatin (Dudi dang Atorvastatin Calci).... .. 20mg

- Thanh phédn t4 duge: Microcrystalline callulnse calcium carhonate Iactose mnnohydrate sodium
lauryl sulfate, povidone, magnesium stearate, croscarmellose sodium, HPMC, PEG 6000, talc, titan
dioxyd, mau dd ponceau lake, MaAU A0 0XYU SAL.........eereeiereseerrreresreiserssessesssensseeeesnennnon, Vifa dil 1 vién.
DANG BAO CHE:

ATORVASTATIN 10mg: Vién nén bao phim trdn, mau tring déng nhat, hai mat tran.

ATORVASTATIN 20mg: Vién nén bao phim tron, mau ndu dd déng nhat, hai mit tron,

CHI BINH:

- Aforvastatin dugc chi dinh hd trg cho ch& do in kiéng trong diéu tri cho c4c bénh nhan bj tang
cholesterol toan phén (C-todn phdn), cholesterol lipoprotein 1i trong thap (LDL-C), apolipoprotein B
(apo B) va triglycerid (TD) va giGp lam tang cholesterol lipoprotein i trong cao (HDL-C) & céc bénh
nhdn tang cholesterol mau nguyén phat (ting cholesterol mau c6 tinh gia dinh di hop tif va khéng co
tinh gia dinh), tang lipid mau phdi hgp (hdn hgp) (nhom lia va I1b theo phén loai clia Fredrickson), ting
triglycerid mau (nhom IV, theo phdn loai cla Fredrickson) va & céc bénh nhin cé rdi loan
betalipoprotein mau (nhém 11 theo phén loai Fredrickson) ma khong c6 dép ing dy dii véi ché do in.

- Atorvastatin ciing dugc chi dinh d& 1am gidm C-toan phdn va LDL-C & cc bénh nhan c6 tdng
cholesterol médu c6 tinh gia dinh dong hop t.

* Dy phéng bién chitng tim mach

Bai véi nhitng bénh nhan khdng cd bigu hién bénh tim mach (GVD) r6 rang trén Idm sang va nhiing
bénh nhan c6 hodic khéng c6 rdi loan lipid mau, nhung c6 cic y&u 16 nguy co clia bénh tim mach vanh
(CHD) nhu hit thudc, cao huyét dp, dai thao duding, HDL-C thap hodc nhiing bénh nhan tién st gia dinh
méc b&nh mach vanh giai doan sdm, atorvastatin dugc chi dinh dé:

- Gidam nguy cd tlf vong do bénh mach vanh va nhdi mau catim (MI)

- Giam nguy co dot quy

- Giam nguy cd cho qua trinh tai thdng mach va con dau thit nguc

* D4 vdi nhifng bénh nhan cd biéu hién bénh mach vanh ré rang trén lam sang, atorvastatin duge
chi dinh dé:

- Giam nguy ca nhdi mau co tim




- Giam nguy co dot quy
- Giam nguy cd cho qué trinh tai thong mach
- Giam nguy cd phai nhép vién do suy tim sung huyét (CHF)
- Gidm nguy cd dau thit nguc

* 0 tré em (10-17 tudi)
Atorvastatin dugc chi dinh hd trg cho ch& do n kiéng nh3m Iam giam cholesterol toan phin, LDL- C va
apo B G tré em trai va tré em gai da c6 kinh nguyat tii 10-17 tudi c6 tinh frang tang choIesteml mau c6
tinh gia dinh dj hop tli va sau khi diéu tri bing ché do &n kiéng thich hdp b&nh nhan vin con nhiing dédc
digm duti day:
- Mic LDL-C vin > 190mg/dL hoic
- Mfc LDL-C vn > 160mg/dL va
- Cé tién sif gia dinh cd bénh tim mach sém hoic
- G it nhdt 2 y8u td nguy co tim mach khic
CACH DUNG, LIEU DUNG:

* Cdch ding: Dung béng dudng udng, mdi ngy 1 1dn udng vao bat ky lic nao, ¢6 thé udng clng Voi
thiic dn hodc khong.

* Liéu ding:

- Tong quét:
Trudc khi tién hanh diéu tri véi atorvastatin, ¢cin cé gang kiém soét tinh trang ting cholesterol mau
bang ché dd &n hop Iy, tap thé dyc va gidm cin & cdc bénh nhan béo phi va diéu trj cAc bénh Iy co ban.
Céc bgnh nhan nén duy tri ché do &n tiéu chudn giam cholesterol chuin trong qué trinh diéu trj bing
atorvastatin.
Liéu dung n&m trong khodng tir 10mg dén 80mg mét 1an mdi ngay. Liéu diing khi ddu va duy tri nén
dugc cu thé hoa cho titng bénh nhén tiy theo mic LDL-C ban ddu, myc tigu diéu tri va dap Ung cla
bénh nhan. Sau khi khdi ddu diéu trj va/hodic trong qua trinh chudn liéu clia atorvastatin, cn phan tich
ndng dd lipid trong vong tir 2 d&n 4 tudn va theo d6 didu chinh lidu cho phi hgp.
- Tang cholesterol mdu nguyén phat va tang lipid mau phdi hgp (hén hgp): Phin I6n céc bénh nhan
déu dugc kiém soat vai lidu 10mg atorvastatin 1 1dn méi ngay. Dap (ing diéu trj xuat hién rd rang trong
vdng 2 tudn va dap (ing tai da thuting dat dugc trong vang 4 tuin.
Dap (g nay dugc duy tri trong qué trinh st dyng lau dai.
- Tang cholesterol méu cd tinh gia dinh ddng hgp tir: Hign chi c6 dit liu gidi han (xem C4c dic tinh
duge life hoc). Liéu dung clia atorvastatin trén b&nh nhan ting cholesterol mau c6 tinh gia dinh déng
hp tif 12 10mg d&n 80mg/ngay. Trén nhing bénh nhdn nay, nén dung atorvastatin phdi hgp véi cic
ligu phap ha lipid mau khéc (v dy nhu truyén LDL) hodc st dung khi khdng con c4c ligu phdp khic.
- Phang bénh tim mach
Trong thit nghiém chinh vé phdng bénh tim mach, liéu dung Ia 10mg/ngay. C6 thé ting liéu dé dat
ndng dj cholesteral (LDL-) theo hudng dan hién hanh.
- Bénh nhi
Tang cholesterol mau
Vigc sif dyng thudc trén bénh nhi chi nén dugc thyc hign bdi cac bac sT co kinh nghigm trong diu tri
tang lipid mau & bénh nhi va can thuting xuyén danh gié tién trinh diéutri.
V@i cac bgnh nhan bj tang cholesterol mdu c6 tinh chat gia dinh dj hgp tir tir 10 tudi trd 1€n, liéu khai diu
khuy&n céo clia atorvastatin [a 10mg mdi ngay (xem Cdc dic tinh duge lifc hoc). C6 thé ting lidu hing
ngay |&én dén 80mg theo mifc dép (ng va kha ning dung nap thuc.
Can digu chinh ligu dung trén ting déi tugng bénh nhan theo myc tidu diéu trj khuy&n céo. Céc dot didu
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chinh phdi dugc thiic hién theo céc khoang thdi gian tir 4 tudn tr& 18n. Vigc diéu chinh liéu ding dén
80mg mai ngay dugc cin cif trén dif lidu nghién clu & ngudi 16n va dif ligu 1am sang han ché t cac
nghién ciu trén tré em bj ting cholesterol mdu cé tinh gia dinh dj hgp t (xem T4c dung khéng mong
muén va C4c ddc tinh duge live hoc).

C6 it di ligu vé an toan va higu qué trén tré em bj t&ng cholesterol mau c¢é tinh gia dinh di hop tif tir 6
dén 10 tudi thu dugc tir céc nghién clu nhdn md. Atorvastatin khong dugc chi dinh didu tri cho bénh
nhén dudi 10 tudi. DT lidu hign c6 dugc md ta trong phan T4c dung khéng mong mudn, Cic dic tinh
dugc lyc hoc va Céc ddc tinh dugc ddng hgc nhung khdng c6 khuyén cdo vé liéu ding.

Céc dang bao ché/ham lugng khéc c6 thé thich hgp han cho nhém bénh nhin nay.

- Sifr dyng trén bgnh nhan suy gan: N&n than trong khi sif dung atorvastatin & céc bénh nhan suy gan |

(xem Canh bdo va than trong khi diing thudc va Cdc dic tinh dige déng hoc, Cdc nhém déi tugng dic
bigt). Chdng chi dinh sit dung atorvastatin trén nhiing bénh nhan cé bénh gan tién trién (xem Chéng
chidinh).

- Sir dyng trén bénh nhan suy than: Bénh thin khong Iam &nh hubng dén néng do atorvastatin trong
huyét tudng hay mifc df gidm LDL-C clia atorvastatin. Do d6 khong cdn phai diéu chinh liéu & cic bénh
nhan nay. (xem Canh bdo va thin trong khi ding thu6c).

- $if dyng trén ngu@i cao tudi: Dic tinh v& an todn va higu qua clia thudc & nhitng bénh nhén trén 70
tui sir dung mic liéu khuy&n cAo 12 tudng ty so véi nhém ddi tugng téng quét. (Xem Cdc dic tinh duge
ddng hoc, Cac nhdm ddi tigng dic biét).

- Diing phdi hgp vdi cdc thudc khéc:

+ 0 bgnh nhan ding cyclosporin hoic chat i ché protease HIV (tipranavir va ritonavir) hodc chat dc
ché protease viém gan G (telaprevir), nén trénh diéu tri bing atorvastatin.

+ 0 bénh nhan bi HIV dung lopinavir k&t hgp vai ritonavir, nén than trong khi ké toa atorvastatin va sif
dung liéu cin thiét thap nhat.

+ 0 bénh nhan dung clarithromycin, itraconazol hodc @ bénh nhén bj HIV ding k&t hgp saquinavir va
ritonavir, darunavir va ritonavir, fosamprenavir hogc fosamprenavir va ritonavir, diéu tri bling
atorvastatin nén gidi han @ liéu 20mg va nén cé dénh gia lam sang thich hgp dé ddm béo sit dung liéu
atorvastatin can thigt thap nhat.

+ 0 bénh nhan diing chat tc ché protease HIV 12 nelfinavir hodc chat ¢c ché protease viém gan C I3
boceprevir, diéu tri bing atorvastatin nén giéi han & liéu 40mg va nén cé danh gia 1am sing thich hgp
dé dam béo sit dyng liéu atorvastatin cin thiét thap nhat (xem Canh bao va than trong khi ding thude-
Anh hung trén ca xuong va Tuong tic, titgng ky cia thugt).

CHONG CHI DINH:

- Qua mén cam véi bat clr thinh phan nao clia thudc.

- Bénh gan tién trién hay tang dai ddng khang giai thich dugc transaminase huyét thanh vugt qua 3 I4n
gidi han trén clia mdc binh thuting (ULN)

- C0 thai, dang cho con b, hay ¢6 kha nang c6 thai ma khong st dyng céc bign phap tranh thai ddy di.
Chi sir dung atorvastatin cho phy nli & dg tudi sinh san khi céc bénh nhan d6 chic chdn khéng mang
thai va sau khi da dugc théng bdo vé cdc rli ro cd thé cd doi vdi phoi thai.

CANH BAO VA THAN TRONG KHI DUNG THUOC

* Anh huding trén gan:

- Cing nhu céc thudc ha lipid khac cling nhdm, sau khi diéu tri bing atorvastatin dd co bio cdo vé
trubng hgp téng transaminase huy&t thanh § mdc do vira phai (vugt qué 3 I4n gi6i han trén clia mic
binh thudng [ULN]). Chirc ndng gan da dugc theo doi trong cdc nghién clu l1am sang sl dung
atorvastatin véi cdc ligu 10mg, 20mg, 40mg va 80mg trudc khi cling nhu sau khi dua thudc ra thi trudng.
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- T4ng dai dng transaminase huyét thanh (vugt qud 3 14n gi6i han trén clia mic binh thuting [ULN] & 2
hay 3 |4n do) xuat hién & 0,7% cac bénh nhan sit dung atorvastatin trong cac nghién ciiu lam sang nay.
Ty 18 xuat hign cdc xét nghiém bat thubng nay lan lugt I 0,2%; 0,2%; 0,6% va 2,3% tudng (ing véi cac
ligu 10mg, 20mg, 40mg va 80mg. Nhin chung céc trudng hgp tdng men gan nay khong lién quan tdi
vang da hay céc dau higu hoc triéu chitng 1am sang khac. Khi gidm liéu atorvastatin hay ngit quing
hay ngirng diéu tri bing atorvastatin thi transaminase trg lai nhu méic ban dau truc khi digu tri. Phan I6n
cdc bénh nhan ti€p tuc duge didu trj bing atorvastatin vdi liéu gidm xusng ma khdng c6 di chiing nao.

- C4n lam xét nghiém enzym gan trudc khi bat dau diéu trj bang statin cling nhu khi tinh trang 1am sang
y8u cdu, cac b&nh nhan c6 transaminase tdng cdn dugc theo dbi cho d&n khi sy bat thudng ndy dugc
gidi quyét. N&u ALT hay AST ting cao han 3 I4n gidi han trén clia mitc binh thuting mdt cach dai dang,
cdn gidm lidu hay ngling sif dung atorvastatin. Atorvastatin c6 thé géy ting transaminase (xem phan
C4c tic dung khdng mong mudn).

- Nén than trong khi sir dung atorvastatin G cdc bénh nhan udng nhiéu rugu va/hoic co tién stt bénh
gan. Chong chi dinh s dung atorvastatin cho cic b&nh nhin c6 b&nh gan ti€n trién hay ting
transaminase dai dang khdng giai thich dugc (xem Chéng chi dinh).

* Anh huGng trén co xwang: Ba cd bdo cdo dau cd 6 cdc b&nh nhan sir dung atorvastatin (xem Céc tic
dung khdng mong mudn). Nén xét nghiém creatin phosphokinase (CPK) trudc khi diéu trj trong nhifng
truding hgp: rdi loan chic ndng than, nhugce gidp, tién sir ban than hoic tién sit gia dinh méc bénh co di
truyén, tién s bi bénh ca do sit dung statin hodc fibrat trudc do, tién sit bj bénh gan va/hodc udng nhiéu
rugu, bénh nhan cao tudi (> 70 tudi) ¢6 nhilng y&utd nguy co bj tidu co van. N&u két qud CPK > 5 I14n gidi
han trén mirc binh thubng, khdng nén bt du diéu tri bang statin. Bénh cg, dugc xac dinh la dau co hay
y&u cd c6 kem theo tang creatin phosphokinase (CPK) > 10 Ian gidi han trén clia mitc binh thubng
(ULN), cén dugc xem xét 6 bat ky bénh nhan nao ¢6 dau co lan tda, nhay cdm dau hay yéu cd va/hoic
ting dang ké CPK. C4n khuy&n bénh nhan béo cdo ngay néu ho bj dau, nhay cdm dau, yéu co khang gidi
thich dugc, ddc bigt 1a co kem theo mét moi hay sot. Nén ngling diéu trj v4i atorvastatin néu xudt hién
CPK ting dang ké hodc néu co chidn dodn hay nghi ngd c6 bénh co. Nguy ca xudt hign bénh co trong
qué trinh diéu trj vi cdc thudc thudc nhdm nay sé ting I&n khi dung dong thoi v6i cyclosporin, dan chat
acid fibric, erythromycin, niacin, céc thudc khang ndm nhém azol, colchicin, telaprevir, boceprevir hodc
ph6i hop gilta tipranavir/ritonavir. Nhiéu thusc trong s6 cdc thuc trén tc ché chuyén héa tai cytochrom
P450 3A4 va/hodc qua trinh van chuyén thudc. CYP3A4 12 isozym déu tién clia gan dugc bist ¢6 tham
gia chuyén hda sinh hoc atorvastatin. Céc bac s khi xem xét viéc diéu tri phdi hgp gilia atorvastatin va
cac dan chat acid fibric, gemfibrozil, erythromycin, céc thudc tc ché mién dich, céc thudc khdng ndm
nhém azol, hay sif dung thudc ha lipid mau niacin liu cao (> 1g/ngay), colchicin c¢dn cin nhic than
trong cac Igi ich va rli ro ¢6 thé cd va cdn theo doi chat ché cdc bénh nhan vé céc d4u higu va trigu
chling clia dau cg, nhay cdm dau hay yéu co, ddc biét 1a trong nhitng thang déu ciia dgt diéu trj va trong
bdt ky giai doan diéu chinh liu tidng 18n nao clia ca hai thudc. Do vay, cdn phai cdn nhic liéu khai ddu
va liéu duy tri thap han khi chi djnh déng thi atorvastatin véi cac thudc dé cap & trén. Khong nén st
dung déng thdi atorvastatin va acid fusidic, vi vay khuy&n cdo ngiing tam thdi atorvastatin trong khi
dung acid fusidic (xem Tuang téc, tuong ky cda thudt). Trong cdc tinh hudng nay, cd thé can nhdc vige
xac dinh dinh ky creatin phosphokinase (CPK), nhung khong ¢ dam bao chdc chdn réng vigc theo doi
nhu vdy sé gilp ngan nglfa dugc bénh cd trdm trong. Atorvastatin c6 thé gdy ting creatin
phosphokinase (xem Cdc tic dung khéng mong muén,).

- Cling nhu céc thudc khac trong nhém nay, da cd béo cdo (rat higm) cc trniting hdp tidu hily co van
kém theo suy than cap thi phat sau myoglobin niéu. Tién sif suy than c6 thé 1a mot y&u td nguy co gay
tang tiéu hlly ca van. Cdn ki8m sodt chdt ché &nh huting ddi vai cd xudng trén nhitng bénh nhan nay.
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C4n ngiing tam thdi hodc ngifng hén viéc diéu tri bing atorvastatin G bat ky bénh nhan nao c6 cac finh
trang cap tinh, nghiém trong ggi ¥ rang c6 bénh co hodc co y&u t& rii ro dé dua d&n suy than thir phét
sau tidu hlly cd van (vi du: nhiém khudn c&p tinh ndng, gidm huy&t ap, phau thudt I6n, chan thuong, cac
roi loan vé chuy€n hod, nitigt va dién gidi niing va cc can ddng kinh khdng dugc kiém soét).

* Dot quy xuat huyét: Phan tich post-hoc clia mot nghign clu lam sang trén 4.731 bénh nhan khong
c6 bénh mach vanh, d bj dot quy hay c6 can thigu méau cyc b thodng qua (TIA) trong 6 thang trudc do
va bat ddu dung atorvastatin 80mg cho thay ty 18 dt quy xudt huydt & nhom ding atorvastatin 80mg
cao hon so vdi nhém diing gia duge (55 bénh nhan ding atorvastatin so véi 33 bénh nhén ding gia
dugc). B&nh nhan bi ddt quy xuat huyét trong danh sdch duding nhu cé nguy cd ting dot quy xuat huyst
tai phat (7 bénh nhén ding atorvastatin so vi 2 bénh nhén ding gia dugc). Tuy nhién, nhiing bénh
nhan diéu trj béng atorvastatin 80mg, bat ki loai dt quy nao (265 so vdi 311) va bénh mach vanh (123
so vdi 204) déu it gap hon. (xem Cdc dc tinh dugc luc hoc: it quy tdi phat).

* Chifc ndng Ngi tist:

- D4 ¢6 béo cdo vé ting mic do hemoglobin A1c (HbA1c) va duting huyét khi d6i véi cac thudc c ché
men khir 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA), ké cé atorvastatin. Tuy nhién, nguy cd
tang duting huyét dugc ha thdp do giam nguy co mach mau véi nhom statin.

- Gan can nhdc khi diing thudc thudc nhém statin trén bénh nhan ¢6 nhitng yéu t& nguy co dn dén tdn
thuong cd. Thudc thugc nhom statin ¢6 nguy cd gay ra céc téc dung khdng mong muén ddi véi hé ca nhu
teo co, viém co, ddc biét vdi cac bénh nhan cd y&u td nguy co nhu bénh nhén trén 65 tudi, bénh nhén
thiéu niing tuyén gidp khdng dugc kiém soat, bénh nhan bi bénh than. Cin theo ddi chit ché céc tac
dung khong mong mudh trong qud trinh dung thudc.

- Trudc khi digu tri, xét nghiém creatin kinase (CK) nén dugc tién hanh trong trudng hop c6 kha ning
xdy ra tuong tic thudc va trén mgt s6 ddi tugng bénh nhan ddc bigt. Trong nhitng truding hgp nay nén
cdn nhic Igi ich/nguy co va theo doi bénh nhan trén 1am sang khi st dung statin. Trong qua trinh diéu
tri bing statin, bénh nhan cin thdng béo cho béc sy khi ¢ cc biéu hién vé co nhu dau cd, ciing co, y&u
cd... Khi c0 céc biéu hién ndy, bénh nhén cin Iam xét nghiém CK dé c6 cac bign phap can thiép phi
hap.

* Diéu trj dong thii vdi cdc thudc khdc

Nguy cd tigu cd vdn tang |&n khi atorvastatin dugc cho dung ddng thdi véi mot s6 thubic co thé 1am ting
ndng dg atorvastatin trong huyét tugng nhu chét tic ché manh clia CYP3A4 hodc protein van chuyén (vi
du ciclosporin, telithromycin, clarithromycin, delavirdin, stiripentol, ketoconazol, voriconazol,
itraconazol, posaconazol va chat (f'c ché protease HIV bao gdm ritonavir, fopinavir, atazanavir, indinavir,
darunavir, v.v). Nguy cd méc bénh vé cd ciing c6 thé ting I&n khi diing déng thdi gemfibrozil va cdc din
xuit acid fibric khdc, boceprevir, erythromycin, niacin, ezetimibe, telaprevir hoic k&t hgp
tipranavir/ritonavir. Néu c6 thé, nén xem xét céc lidu phdp khac (khdng tuong tic) thay vi céc thudc
nay.

Trong cac truling hop cdn cho ding déng thdi c4c thudc nay vdi atorvastatin, nén can nhic than trong
lgi fch va nguy cd clia viéc diéu trj dong thoi. Khi bénh nhén duge cho diing cac thudc Iam tang ndng do
atorvastatin trong huy&t tuong, nén dung liéu atorvastatin t6i da thdp hdn. Ngoai ra, trong trutng hgp
diing chat (ic ché CYP3A4 manh, nén ¢an nhic ding lidu khai dau atorvastatin th&p hon va nén theo dai
Im sang thich hgp cho céc bénh nhén nay (xem phdn Tudng tdc, tiong ky cta thuéc).

Khdng dung déng thoi atorvastatin vi cac ché phdm toan than cla acid fusidic hodic trong vang 7 ngay
sau khi ngung diéu tri biing acid fusidic. 0 bénh nhén cdn sif dung acid fusidic toan than, nén ngung
diéu trj bdng statin trong sudt thai gian diéu trj bang acid fusidic. DA c6 bo c4o bj tiéu co van (bao gém
m{t sd trudng hop tif vong) & b&nh nhan duge cho diing két hgp acid fusidic va statin (xem phén Tudng
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t4e, tudng ky ciia thudc). Khuyén bénh nhan nén tim kim tuvan y t& ngay néu ho c6 bat ky triéu chiing
nao nhu yéu co, dau hodc ting nhay cdm (dau khi ti€p xac).

Biéu tri bing statin cd thé dugc tiép tyc bay ngay sau liéu acid fusidic cudi cling. Trong cdc trudng hgp
ngoai I8, néu cdn diing acid fusidic toan than kéo dai, vi dy nhu d& diéu tri nhidm tring ning, chi nén
can nhic diing ddng thdi atorvastatin va acid fusidic trén tiing truding hop cu thé va dudi sy gidm sét y
t& chit ché.

* Bénh nhi

Khéng quan st thay ¢ anh hung 1am sing dang ké nao I&n sy ting trubng va trudng thanh giéi tinh
trong mGt nghién clfu 3 nim dya trén dénh gid sy trudng thanh va phét trién tdng thé, dénh gid theo
giai doan day th) Tanner va do chiéu cao va cén ning (xem phan T4c dung khéng mong muén).

* Bénh phdi ké

Céc trubing hgp dic biét bj bénh phdi ké da dugc béo céo véi mdt s6 statin, dc biét 1a khi diu trj kéo
dai (xem phan T4c dyng khéng mong mudn). Céc dic diém tidu biu c6 thé bao gém thd déc, ho khan
va suy giam sifc khoé tng thé (mét mdi, gidm cin va sot). N&u nghi ngé mot bénh nhéan da xuat hign
bénh phdi k&, nén ngung dung statin.

* Canh bdo ta dugc: Atorvastatin co chia lactose, bénh nhan bj ri loan di truyén higm gip nhu khéng

dung nap galactose, thi€u hyt lactase hoan toan hodc kém hap thu glucose-galactose khong nén ding |

thudc nay.

sU DUNG THUDC CHO PHU N{ CO THAI VA CHO CON BU

* Si dung thudc cho phu nif ¢d thai: Chéng chi dinh atorvastatin trong thdi ky mang thai. Phy ni c6
kha ndng c6 thai nén sit dung céc bién phép ngira thai day di. Chi st dung atorvastatin cho céc phy ni
& do tudi sinh san n&u cdc bénh nhan nay chic chin khéng c6 thai va sau khi da duge thdng bao vé cac
rlii ro c6 thé xay ra ddi véi phi thai.

* Sir dung thude cho phu nif cho ean bii: Chéing chi dinh atorvastatin trong thdi gian cho con bi. Con
chua biét liéu thudc nay ¢ dugc bai tiét qua sifa me hay khdng. Do c6 kha ndng xuat hién cdc tic dung
khong mong mudn cho tré dang trong thoi ky b me, nén cic ba me dang st dung atorvastatin khong
nén cho con bd.

ANH HUGNG CUA THUGC LEN KHA NANG LAI XE, VAN HANH MAY MGC

Chua c6 bang chiing vé anh hudng gﬁathuﬁc |&n kha ndng l4i xe, vdn hanh may méc

TUONG TAC, TUONG KY CUA THUOC

* Tuong tac ciia thude

- Anh hudng ciia cac thudt ding dang thai vdi atorvastatin

Atorvastatin dugc chuyén héa bdi Cytochrom P450 3A4 (CYP3A4) va 1a mdt ca chét clia protein vén
chuy@n, vi du nhu protein van chuyén chdt hdp thy cha t& bao gan OATP1B1. Vigc dung dong thai vdi
céc thudc 13 chat (fc ché CYP3A4 hoic protein van chuyén cd thé 1am ting ndng do atorvastatin trong
huy&t tuong va ting nguy cd bj bénh co. Nguy co cling ¢ thé ting I&n khi dung déng thdi atorvastatin
véi cac thudc khéc co kha ning gy bénh co, nhu cdc din xuét clia acid fibric va ezetimibe (xem phan
Canh bdo va than trong khi ding thudc).

- Chat ifc ché CYP3A4

Céc chit ¢ic ché CYP3A4 manh di duge chitng minh [am ting rd rét ndng do atorvastatin (xem Bing 1
va théng tin cu thé bén dudi). Nén tranh dung déng thdi cc thudc Uc ché CYP3A4 manh (vi du:
ciclosporin, telithromycin, clarithromycin, delavirdin, stiripentol, ketoconazol, voriconazol, itraconazol,
posaconazol va chdt tfc ché protease HIV bao gom cd ritonavir, lopinavir, atazanavir, indinavir,
darunavir, v.v) ndu cé thé. Trong trubng hgp khong thé trdnh viéc dung dong thdi cdc thudc nay véi
atorvastatin, nén xem xét gidm liéu khoi ddu, liéu t6i da va nén theo doi I&m sang thich hgp cho bénh
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nhan (xem Bdng 1). II
Céc chdt irc ché CYP3A4 trung binh (vi du: erythromycin, diltiazem, verapamil va fluconazol) c6 thé |
tang ndng do atorvastatin trong huy@t tudng (xem Bang 1). P quan st thiy nguy cd bj bénh cd ting
1&n khi diing erythromycin k&t hgp vdi statin. Nghién ciiu tuong tac danh gia anh hutng clia amiodaron
hodc verapamil Ién atorvastatin chua dugc ti€n hanh. C4 amiodaron va verapamil déu dugc biét 12 (c
ché hoat dong clia CYP3A4 va khi cho diing ddng thdi véi atorvastatin ¢6 thé 1am ting mc phai nhigm
clia atorvastatin. Do dd, nén cin nhéc giam liéu ti da atorvastatin va nén theo doi Iam sang thich hgp
cho bénh nhan khi diing ddng thdi v6i chét (rc ché CYP3A4 vira phéi. Nén theo ddi Idm sang thich hgp
sau khi bat dau hodc sau khi digu chinh lidu clia cht dc ché.

- Chat cam ing CYP3A4

Diing ddng thoi atorvastatin véi chat cdm (ng cytochrom P450 3A (vi du: efavirenz, rifampin, St. John's
Wort) ¢6 thé 1am gidm ndng do atorvastatin trong huyét tuong. Do co ché tudng tac kép clia rifampin,
(cdm (ng cytochrom P450 3A va protein van chuyén cla t§ bao gan OATP1B1), nén ding cing lic
atorvastatin vai rifampin, vi khi diing atorvastatin mugn hon sau khi diing rifampin da dan dén giam ré
rét ndng d atorvastatin trong huy@t tuong. Tuy nhién, chua biét &nh hung clia rifampin 1én ndng do
atorvastatin trong t€ bao gan va néu khdng thé tranh diing déng thoi thi nén theo doi chit ché dé dat
dugc hiéu qua 6 bénh nhén.

- Chat ifc ché protein van chuyén.

Chat (ic ché protein van chuy@n (vi du: ciclosporin) ¢6 thé [am ting mdc phoi nhiém toan than ciia
atorvastatin (xem Bang 1). Chua biét &nh huéng clia protein van chuy&n clia t& bao gan I&n ndng d§
atorvastatin trong t€ bao gan. N&u khong thé trénh viéc ding déng thoi thi nén gidm liéu va theo dai
lam sing d€ dat dugc higu qué (xem Bdng 1)

- Gemfibrozil/ céc dan xuat ciia acid fibric

Dung rigng céc fibrat doi khi cling dan dén cac bign cd lién quan dén cd, bao gdm cé tidu cd van. Nguy
cd gip céc bign 8 nay c6 thé ting 1&n khi dung ddng thdi cdc dan xudt clia acid fibric véi atorvastatin.
NEu khdng thé trénh viéc ding déng thoi thi nén dung liéu thdp nhat clia atorvastatin dé dat dugc myc
tigu diéu trj va bénh nhan nén dugc theo dai thich hgp (xem phan cdnh bdo va than trong khi diing
thudc)

- Ezetimibe

Vige sif dung don ddc ezetimibe ¢d thé dén dén cac bién cd lién quan dén cd, bao gbm tiéu cd van. Do
d6 nguy co gdp céc bién ¢d nay c6 thé ting I8n khi ding dong thdi vi ezetimibe va atorvastatin. Nén
theo ddi lam sang cac bénh nhan nay mot cach thich hgp

- Colestipol

Ndng dg trong huyét tuong clia atorvastatin va céc cht chuyén hda cé hoat tinh clia nd gidm xudng (ty
& ndng do atorvastatin: 0,74) khi cho dung ddng thdi colestipol véi atorvastatin. Tuy nhién, &nh huting
|&n lipid cao hon khi dung ddng thi atorvastatin va colestipol so véi khi ding dan doc mot trong hai
thuc nay.

- Acid fusidic

Nguy cd b b&nh cd bao gdm tiéu cd van cé thé tang I&n khi cho diing déng thdi acid fusidic toan than v
statin. Chua bit cd ché clia tuong tac nay (db d6 12 dugc lyc hoc hay dugc dong hoc, hay ¢ hai). B3 c6
bao cédo bj tidu cd van (co ca mdt so truting hap tif vong) 6 cac bénh nhén ding két hap céc loai thudc
nay. N&u cdn diéu trj bing acid fusidic toan than, nén ngiing diéu trj bing atorvastatin trong sudt qué
trinh diéu tri bang acid fusidic (xem Canh bdo va than trong khi ding thuéc).

- Colchicin

Mac du cdc nghién cliu tudng tac gila atorvastatin va colchicin chua dugc thyc hién, da co bao cdo cac
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trudng hgp bi bénh co khi dung ddng thdi atorvastatin vgi colchicin va can than trong khi k& toa
atorvastatin vdi colchicin.

- Anh hudng cia atorvastatin 1én c4c thudc khac duge cho ding dong thai:

+ Digoxin

Khi cho dung ddng thdi nhiéu liéu digoxin va atorvastatin 10mg, néng do digoxin & trang thai én djnh
tang nhe. Bénh nhan dung digoxin nén dugc theo ddi thich hgp.

+ Thudt tranh thai ding dudng uéng

Cho diing ddng thdi atorvastatin véi mot thudc trinh thai dung qua duting udng lam téng ndng do

norethindron va ethinyl oestradiol trong huy&t tusng.

+ Warfarin

Trong mot nghién citu |dm sang trén b&nh nhén dugc diéu trj bdng warfarin 1au dai, cho ding déng thoi
atorvastatin 80mg moi ngay vdi warfarin lam giam khodng 1,7 gidy thai gian prothrombin trong 4 ngay
d4u dung thudc, mdc nay trd lai binh thuding trong vong 15 ngay diéu trj bdng atorvastatin. Mac di chi
rat hi€m cac trudng hgp tuong tac chong dong dang ké vé l1am sang dugc bao céo, van nén xac dinh
thdi gian prothrombin trudc khi bat ddu cho dung atorvastatin & bénh nhan dang dung chat chdng dong
coumarin va vdi mic do di thuding xuyén trong thoi gian dau diéu trj d& dam bao khong cb thay doi rd
rét vé thdi gian prothrombin. Sau khi da ghi lai thdi gian prothrombin 6n dinh, ¢6 thé theo ddi thdi gian
prothrombin dinh ky theo khuy&n céo thuting quy cho bénh nhin dang dung chat chdng dang coumarin.
Néu thay déi liéu atorvastatin hodc ngung dling atorvastatin thi phi ldp lai quy trinh tuong ty. Vige diéu
tri bing atorvastatin khong lién quan dén chdy méau hoic thay ddi thdi gian prothrombin & bénh nhan
khong dung thudc chéng dong.

- Bénh nhi

Céc nghién cifu tuong téc thude chi mdi dugc thifc hién trén ngudi I6n. Chua rd mic dg tudng tic 6 bénh
nhi. Céc tuong tdc dugc dé cap & trén cho ngudi 16n va cdc canh béo (trong phdn cdnh bdo va than
trong khi dung thude) can duge xem xét cho bénh nhi.

- Tugng tac thuge
Béng 1: Anh hudng cta céc thudc ding déng thdi Ién duge dng hoc cta atorvastatin
Thube duge cho diing ddng thai Atorvastatin
va phéc dd ligu Liu (mg) Ty I@ AUC* | Khuyén cdo lam sang’

Tipranavir 500mg BID/Ritonavir
200mg BID, 8 ngay (ngay 14

Trong truGng hgp cdn cho

40mg vao ngay 1 9,4  |dung dong thoi véi

10mg vao ngay 20

dén 21) atorvastatin, khdng ding

Telaprevir 750mg g8h, 10 ngay 20mg, SD 7.9 qué 10mg atorvastatin moi
i i Ao [i8 ngay. Nén theo dbi lam

g;cli;};lphurln 5,2mg/kg/ngay, lieu 10mg OD trong 28 ngay 87 e D ot .

Lopinavir 400mg B!D.-"HI'[OHEWJI‘ 20mg OD trong 4 ngly 5.9 Trong truding hop cdn cho
100my BID 14 ngay ding déng thdi voi
atorvastatin nén giam ligu
duy t clia atorvastatin. 0
80mg OD trong 8 ngay 4,5 cdc lidu atorvastatin qua
20mg, nén theo ddi 1am
sang cdc bénh nhan nay.

Clarithromycin 500mg BID, 9
ngay
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Saquinavir 400mg BID/Ritonavir
(300mg BID tif ngay 5-7, ting

(Cho dung ddng thdi)

Ién 400mg BID vao ngiy 8), |40mg OD trong 4 ngay 3,9
ngay 4-18, 30 phit sau khi dung
atorvastatin Trong cdc truting hgp cén
cho ding déng thai véi
Darunavir 300mg BID/Ritonavir . atorvastatin, nén giam lidu
100mg BID, 9 ngay Womg 0D tongidngay | 34 duy tri cla atorvastatin, @
ltraconazol 200mg OD, 4 ngay 40mg SD 33 |cdc liéu atorvastatin qué
40mg, nén theo doi lam
Fosamprenavir 700mg BID/ ; sang cdc bénh nhén nay.
Ritonavir 100mg BID, 14 ngay | o9 0 trong 4 ngay) 2.5
Fosamprenavir 1400mg BID, "
14 ngay 10mg OD trong 4 ngay 2,3
Nelfinavir 1250mg BID, 14 ngay[10mg OD trong 28ngay| 1,74 51“,?"9 c0 khuyén cdo cy
e
Khong nén udng mjt lugng
NuGc budi chim, 240mL OD* 40mg, SD 1,37 I6n nuéc budi chum cling
atorvastatin
Sau khi bat ddu hojc sau
khi diéu chinh liéu
Diltiazem 240mg 0D, 28 ngay 40mg, SD 1:51 diltiazem, nén theo dai lam
sang cac bénh nhan nay
m{t cach thich hgp
. Nén gidm ligu tdi da va
E ID
?mrf"}’"y“'” 200mg 1D, 10mg, SD 1,33 [theo ddi lam sang céc
ngay 2 SR
bénh nhan nay
Amlodipin 10mg ligu don 80mg, SD 1,18 *‘;hj’”g ¢6 khuyn cdo cy
thé
Cimetidin 300mg QID, 2 tudn |10mg OD trong 2 tudn 1,00 ;héung 00 khuytn cdo cy
Colestipol 10g BID, 28 tudn 4Omg OD trong 28 tudn| 0,74** ;’?"9 c6 khuyén cdo cy
Ché phdm huyén phd khang 116, o trong 15 Khong c6 khuy&n cdo cu
acid cba hydroxid magie va gy 0,66 My
nhom, 30mL QID, 17 ngay
Efavirenz 600mg 0D, 14 ngay | 10mg trong 3 ngay 0,59 ;héong c6 khuyén cdo cy
S 3 N&u khong thé tréanh vidc
Rifampin 600mg 0D, 7 nga
? y Vid 40mg SD 1,12 |dung déng thdi, nén cho

viéc dung cung llc
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atorvastatin vdi rifampin,
co theo ddi l1am sang

Rifampin 600mg 0D, 5 ngay

(liéu rigng biét) 40mg SD 0,20

Nén gidm liéu khoi ddu va
Gemfibrozil 600mg BID, 7 ngay 40mg SD 1,35 theo doi Iam sang cac
bénh nhan nay

Nén gidm liéu khéi diu va
Fenofibrat 160mg 0D, 7 ngay 40mg SD 1,03 theo doi Iam sang cac
bénh nhén nay

Nén giam ligu khdi dau va
theo doi lam sang cac
b&nh nhan nay. Liéu
atorvastatin khdng nén
vugt qua 20mg atorvastatin
méi ngay trong thdi gian
dung déng thi véi
boceprevir

* Biéu thi ty Ié giiia cdc liu trinh khdc nhau (ding thudc khdc déng thoi vdi atorvastatin so vdi chi
ding riéng atorvastatin).
* Xem muc cdnh bio va thdn trong khi dong thuéc va tuong tic, tuong ky cla thubc dé biét y nghia
ldm sang.

* Chifa t6] thi€u mt thanh phan ifc ché CYP3A4 vé cd thé Iam ting ndng dé thude trong huyét tudng
dugc chuyén hda béi CYP3A4. Uéng mdt coc 240ml nude budi chim cding Iam gidm 20,4% AUC cia
chat chuyén hda orthohydroxy cd hoat tinh. Lugng I6n nude budi chiim (trén 1,2L méi ngay trong 5
ngay) lam tang AUC ctia atorvastatin 2,5 Ian va AUC cta chét tc ché HMG-CoA reductase cd hoat tinh
(atorvastatin va chat chuyén héa) 1,3 Ian.

** T} Ié dugc tinh trén mgt mau duy nhat Idy vao lic 8-16 tiéng sau khi ding thudc. 0D = mgt lin mBi
ngay: SD = ligu dan; BID = hai lan mdi ngay; TID = ba Idn mdi ngay; QID = bén Idn mdi ngéy.

Béng 2: Anh hudng cia atorvastatin 1n dugc déng hoc cla cdc thudc khdc khi ding déng thoi

Thudc duge ding ddng thii

Thudc/Ligu (mg) | Ty 18 AUC* | Khuy&n cdo ldm sang’
Digoxin 0,25mg 0D, Nén theo ddi thich hgp
20 ngay bénh nhan dlung digoxin
Thudc trdnh thai ding
qua dudng udng 0D,
40mg 0D trong 22 ngdy |2 thdng
- Norethindron 1 mg 1,28
- Ethinyl estradiol 35mcg 1,19

Boceprevir 800mg TID, 7 ngay 40mg SD 2,3

Atorvastatin va phéc da liéu

80mg 0D trong 10 ngay 1,15

Khéng c6 khuyén céo cy
thé

80mg 0D trong 15 ngay *Phenazon, 600mg SD 1,03 Khong co khuyén cao cy

thé
Tipranavir 500mg BID/ 2 3 ofi. o
10mg, SD fitonavir 200mg BID, 1,08 ﬁ]‘g’“g o hlyen o 6

7 ngay
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Fosamprenavir 1400mg 0.73 Khéng co khuy&n cdo cuy
BID 14 ngay : thé

Fosamprenavir 700mg
10mg, OD trong 4 ngay BID/ritonavir 100mg
BID, 14 ngay

10mg, 0D trong 4 ngay

0.99 tIs;ihn;t?mg c6 khuyén cdo cu
g

* Biéu thi 1y I§ gia céc liéu trinh khdc nhau (ding thudc khdc déng thoi véi atorvastatin so vai chi
dang rigng atorvastatin).

* Cho ding déng thdi nhiéu liéu atorvastatin va phenazon cho thay anh hudng khéng ding k€ hodc
khéng cd dnh hudng co thé nhin thay Ién d¢ thanh thai cia phenazon. OD = m@t I3n méi ngay;
SD = ligu don; BID = hai Isn méi ngdy

* Twong ky etia thude: Do khong ¢6 cac nghién clu vé tinh tuong ky clia thudc, khdng tron 1in thudc
nay vdi cdc thudc khac.

TAC DUNG KHONG MONG MUGN CUA THUGC

Trong df ligu nghién ciu 1am sang co kiém chiing gia dugc trén 16.066 bénh nhan (8755 nguai ding
atorvastatin so v6i 7.311 ngui ding gia dugc) diéu trj trong khoang thdi gian trung binh 53 tuin, 5,2%
bénh nhén ding atorvastatin d ngiing thudc do céc tac dung khéng mong mudn so vdi 4,0% bénh
nhan dung gid dugc.

Dya trén dif liu tir cac nghién ciu Iam sang va sau khi thudc luu hanh rong rai, bAng sau déy trinh bay
céc tac dung khdng mong mudn ciia atorvastatin. TAn suét tic dung khong mong mudn udc tinh dugc
phan loai theo quy udc sau day: Thubing gdp (1/100 < ADR < 1/10); it gdp (1/1000 < ADR < 1/100);
Higém gap (1/10000 < ADR < 1/1 000); Rét hiem gip ( ADR <1/10000), chua biét (khdng udc tinh dugc
tir dit liéu san co).

* Nhiém triing va nhiém ky sinh tring:

Thutng gap: viém mili-hong

* Rdi loan mau va hé bach huyét:

Hiém gap: gi&m tidu cau

* Rdi loan hé mién djch:

Thutng gap: phan (ing dj tng

Rat hi€m gép: qud man

* Rdi loan dinh dudng va chuyén hia:

Thubing gap: tang duting huyét

It géip: ha dudng huyét, ting can, chan an

* Rdi loan tam than;:

it g&p: 4c mdng, mat ngli

* Rdi loan hé than kinh:

Thuting gdp: dau dau

it g&p: chdng mat, dj cim, gidm cam gidc, loan vi gidc, mét trf nhé

Hi€m gap: bénh than kinh ngoai bién

* Roi loan mat

it g&p: nhin md

Higm gép: rdi loan thj gidc

* Rdi loan tai va tai trong

ft gap: U tai

Rat higm gip: giam thinh gidc
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-

* Rdi loan hé hé hap, ngue va trung that:

Thudng gdp: dau hong-thanh quan, chay méau cam

* Roi loan hé tiéu héa:

Thuting gap: tdo bon, day hai, kho tigu, budn ndn, tiéu chay

it g&p: ndn, dau bung trén va bung dudi, ¢ hai, viém tuy

* Rdi loan gan mat

it gap: viem gan

Higm gdp: 0 mat

Rat hi€m gdp: suy gan

*Ro61 loan da va mé dudi da

it gap: mé day, phat ban trén da, ng(fa, rung toc

Hiém gdp: phit mach thdn kinh, viém da bong nudc bao gdm héng ban da dang, hdi chiing Stevens
Johnson va hoai tif bifu bi nhidm doc

* Rdi loan hé co- xuang va mo lién két:

Thung gép: dau co, dau khép, dau chi, co cling cd, sung khdp, dau lung

It gap: dau ¢d, mdi co

Hi€m giip: bénh co, viém co, tidu cd van, chdn thuong gan, ddi khi bign chitng thanh dit gan

Chua biét: bénh cd hoai tir do mién dich

* Roi loan hé sinh sdn va tuyén vii

Rét higm gdp: nii hda tuyén vi

* Rdi loan toan than va tinh trang tai chd ding thudc

it gap: kho &, suy nhugc, dau ngyc, ph ngoai bién, kigt s, st

* Xétnghiém:

Thuting gdp: chic ndng gan bat thuting, ting creatin kinase huy&t

it gap: t& bao bach ciu trong nudc tiéu

Cling nhu véi cdc chat Gc ché HMG-CoA reductase khéc, dd cd bdo céo ting néng d transaminase
trong huyét thanh & bénh nhan dugc cho dung atorvastatin. Céc thay ddi nay thuing nhe, thodng qua va
khdng can gién doan diéu trj. Transaminase trong huyét thanh tang rd rét vé [am sang (> 3 Ian gidi han
trén binh thuting) ¢ 0,8% bénh nhén diing atorvastatin. Tinh trang nay c6 lign quan dén liéu va co thé
hdi phuc 6 tat ca cic bénh nhan.

Nong dg creatin kinase (CK) trong huy&t thanh tdng hon 3 14n gidi han trén clia mdc binh thuting 6 2,5%
bénh nhan diing atorvastatin, tuong ty nhu cdc chét (ic che HMG-CoA reductase khac trong thit nghigm
lam sang. Céc ndng dj cao hon 10 1dn khodng trén binh thudng gip & 0,4% bénh nhan dugc diéu tri
bang atorvastatin (xem Canh bdo va thin trong khi ding thuéc).

*Bénh nhi

Cdc bénh nhi tir 10 d&n 17 tubi dugc diéu trj bing atorvastatin cé dic diém tic dung khéng mong mudn
nhin chung tudng ty nhu bénh nhan dung gia dugc, cédc tac dung khéng mong mudn thuting gip nhét
quan sét thdy & cd hai nhém, bat ké dugc danh gia do nguyén nhan nao, déu 1a nhigm tring. Khong
quan sat thdy tac dong déng ke vé Iam sang 18n s ting trubing va trubng thanh gidi tinh dugc theo doi
trong mdt nghién clu 3 ndm dua trén dénh gid sy trudng thanh va phat trién téng thé, dénh gid theo
giai doan ddy thi Tanner va do chiéu cao va c&n ning. Dic tinh an toan va khé ning dung nap & bénh
nhi cling tugng ty nhu ddc tinh an toan da biét clia atorvastatin & ngudi 16n.

Cd sG dif ligu vé an toan 1am sang bao gdm dif lidu an toan clia 520 b&nh nhi dugc cho diing atorvastatin,
trong d6 7 b&nh nhén < 6 tufi, 121 b&nh nhén tir 6 d&n 9 tudi va 392 bénh nhan tir 10 d&n 17 tudi. Theo
dif ligu c6 sén, thi tn suat, loai va mic dd nghigm trong clia cac tac dyung khdng mong mudn & tré em
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|a tuong ty nhu G ngudi l6n.

Céc tic dyng khdng mong mudh sau day da dugc bdo cdo véi mdt so statin:

- Rdi loan chifc ndng sinh dyc.

- Trdm cém.

- Cdc truing hop ngoai I8 mac bénh phdi k&, didc bigt 1a khi diéu tri dai han (xem Cdnh bdo va than
trong khi diing thudc).

- Tiu dubing: T4n sudt s& phy thudc vao vigc c6 hay khong c6 cdc y&u t6 nguy co (dudng huy8t lic doi >
5,6mmol/L, BMI>30kg/m’, ting triglycerid, tién sif bj cao huyét ap).

Huéng din cach xit tri ADR

Céc thay ddi ndng do enzym gan trong huygt thanh thuing xay ra & nhiing thang ddu diéu tri biing
statin. Ngudi bénh nao c6 ndng dd transaminase huy8t thanh cao phéi theo dai xét nghiém chiic ning
gan I4n thif hai dé xéc nhan ket qua va theo ddi diéu tri cho 16i khi c4c bat thuding tr§ vé binh thubing.
NEu ndng dg transaminase huyét thanh AST hodc ALT (GOT hodic GPT) dai déing Ién qud 3 I4n gii han
trén cha binh thuing, thi phai ngiing diéu tr bing statin.

Phéi khuyén ngudi bénh ding statin bao cdo ngay bat ky biéu hién ndo nhu dau cd khdng rd Iy do, nhay
c&m dau va yéu cd, ddc bigt néu k&m theo khé chiu hodc sét. Phai ngiing liéu phép statin néu ndng do
CPK ting rd rét, cao hdn 10 Ian gidi han trén clia binh thubng va n&u chdn doén hodc nghi ngd Ia bénh
c0.

Thdng bao ngay cho bac si hodc dugc s nhiing phan (ing cé hai gdp phai khi sir dyng thudc

QUA LIEU VA CACH XU TRi

Khong c6 diéu tri ddc higu cho truting hgp qua liéu atorvastatin. N&u xuat hign qud liéu, cac bénh nhan
can dugc diéu tri tridu chitng va tién hanh cac bign phdp hd trg néu cn. Do atorvastatin gin két manh
vGi protein huyét tuong, nén thdm phan lpc méu kho co kha nang lam ting ddng ké do thanh thai clia
atorvastatin.

DAC TINH DUGC LUC HOC

Ma ATC: C10AA05

Nhdm duge ly. Chong ting lipid huyét

Atorvastatin calci 12 thudc ha lipid mautong hgp, né 12 1 chét e ché men khit (HMG-CoA). Men nay xic
tac cho sy bién ddi clia HMG-CoA thanh mevalonat, mdt bugc sém va quyét dinh vé mic do trong qua
trinh tdng hgp cholesterol.

Co ché tac dung: Atorvastatin 12 mot chat tc ché canh tranh va chon loc men khit HMG-CoA, mdt men
quyét dinh vé mdc do trong qua trinh tdng hgp cholesteral chuy&n déi HMG-CoA thanh mevalonat, mgt
tién chit clia céc sterol, bao gdm ca cholesterol. O céc bénh nhan cé ting cholesterol mau c6 tinh gia
dinh déng hgp 1 va di hgp tl, cdc thé ting cholesterol mau khdng cé tinh gia dinh va rdi loan lipid mau
hén hgp, atorvastatin 1am gidm C - toan phén, LDL-C va apo B. Atorvastatin ciing lam giam cholesterol
lipoprotein ty trong rat thdp (VLDL-C) va triglycerid va 1am ting nhe HDL-C.

Atorvastatin lam giam cholesterol va lipoprotein huyét tuong bdng cach c ché men khit HMG CoA
reductase va qud trinh tdng hgp cholesterol & gan va bing cdch Iam ting s6 lugng céc thy thé gan trén
t& bao bé mat dé 1am tang qua trinh thu hdi va chuyén hoa LDL.

Atorvastatin 1am gidm qué trinh sdn xut LDL va sd lugng céc tiéu phan LDL. Atorvastatin lam ting
manh va duy tri hoat tinh cac thy thé LDL kém theo céc thay ddi c6 lgi vé chat lugng cla céc tigu phan
LDL Iuu thdng. Atorvastatin c6 hiéu qua trong viéc gidm LDL ¢ cdc bénh nhén cé ting cholesteral méu
c6 tinh gia dinh dong hgp tli, nhom dai tugng thuting khdng dap tng voi cac thudc diéu trj ha lipid.
Atorvastatin va mft s6 chat chuy&n h6a clia né c6 hoat tinh dugc Iy & ngudi. Vi trf tic dung chil yéu clia
atorvastatin 1a & gan, day & noi chii yéu tdng hop cholesterol va dao thai LDL-C. Hiéu qua gidm LDL-C
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tuong quan chit cha véi liéu thubc st dung hon 12 véi nbng d6 thuc trong tudn hoan. Cdn dya trén dap
(tng diéu tri d& cu thé héa liu diing cho titng bénh nhan (xem Liéu ding v c4ch ding).

Trong mdt nghién cliu trén cdc bénh nhén bj ting cholesterol méu c6 tinh gia dinh déng hgp tlt, phan
I6n céc bénh nhin dap (ng v6i lieu 80mg atorvastatin véi mic d§ giam LDL- C 16n hon 15% (18%-
45%).Trong mdt nghién clu danh gid dap (ng theo liéu, atorvastatin (10-80mg) lam gidm cholesterol
toan phén (30%-46%), LDL-C (41%-61%), apoB (34%-50%) va TG (14%-33%). Cc két qua nay duy
tri 6n dinh & cdc b&nh nhan cé ting cholesterol mau c6 tinh gia dinh di hop i, cc thé ting cholesterol
méu khong c6 tinh gia dinh va téng lipid m4u hdn hgp, gdm ca céc bénh nhén dai thdo dudng khong
phu thudc insulin. § cc bénh nhan bj ting triglycerid mau don doc, atorvastatin 12m gidm cholesterol
toan phdn, LDL-C, VLDL-C, apo B, TG va cholesterol khdng phai HDL-C va 1am ting HDL- C. 0 cac
b&nh nhén c6 rdi loan betalipoprotein mau, atorvastatin 1am gidm cholesterol lipoprotein ty trong trung
binh (IDL-C).

0 céc bénh nhan 6 ting lipoprotein mau nhom I1a va I1b theo phan loai clia Fredrickson, dugc thu thap
tir 24 nghién ciiu ¢c6 ddi chiing, ty 1& ting HDL-C trung binh tinh theo phan trdm so véi miic ban diu doi
vdi atorvastatin (10mg-80mg) la 5,1% d&n 8,7% theo cach thic khéng phy thudc theo lidu. Ngoai ra,
khi phan tich céc di ligu thu dudc nay da cho thdy c6 sy gidm ty I8 theo lidu mot céch dang ké vé cac ty
s0 cholesterol toan phan/ HDL-C va LDL-C/HDL-C I4n lugt ndm trong céc khodng tir -29% dén - 44%
va tir -37% dén -55% mdt cach tuong (ing.

Anh hudng clia atorvastatin trén cdc bign cd thigu mau cuc bd va tj 1§ ti vong tng cong da dugc
nghién clu trong nghién clu gidm thi€u mau cyc bd co tim bng cich ha tich cyc cholesterol

(MIRACL). Day Ia mot nghién cliu da trung tam, ngéu nhién, mii déi, c6 kiém ching véi gi dugc trén
3.086 bénh nhin cd hoi chitng mach vanh cap: dau thit ngyc khdng én dinh hay nhéi méu cd tim |

khong c6 song Q. Cac bénh nhin dugc didu tri bdng ché& do chdm s6c chudn, bao gdm ca ché do in
va/ho3c atorvastatin 80mg mdi ngay hoc gia dugc trong khodng thi gian trung binh 13 16 tudn.

Mirc LDL-C, cholesterol toan phdn, HDL-C va triglycerid cudi cing I4n lugt tuong (ng 13 72mo/dL,
147mg/dL, 48mg/dL, 139mg/dL nhém s dung atorvastatin va lan lugt la 135mg/dL, 217mg/dL,
46mg/dL va 187mg/dL & nhdm dung gia dugc. Atorvastatin lam giam déng ké nguy cd cic bign cd thigu
mau cyc bd va ty I8 tir vong khodng 16%. Lam gidm déng k& nguy co phai tai nhap vién vi dau thit ngye
kem theo bdng chiing rd rang clia thi€u mau cyc bd cd tim khodng 26%. Atorvastatin lam gidm nguy co
thigu mau cuc b va ty I8 tit vong d&n mdt mic do nhu nhau 6 tat ¢ cic mic LDL-C ban d4u. Ngoai ra,
atorvastatin cting lam giam nguy cd thiéu mau cuc bj va ty 18 tif vong dén mdt mirc dd nhu nhau & cc
bénh nhan cd nhdi méu cd tim khdng co séng Q va cac bénh nhan co con dau thit ngyc khdng 6n dinh,
cling nhu 6 c& nam va nii va & cic bénh nhan < 65 tudi cling nhu & cdc bénh nhan > 65 tudi.

Phdng ngira bién chitng tim mach

Anh huBing clia atorvastatin 18n bénh mach vanh tit vong va khong tif vong dugc danh gia trén 10.305
bénh nhén cao huy&t ap trong do tudi tir 40 d&n 80 (trung binh 63 tudi), trudc day khdng co nhdi mau co
tim va cd ndng do C- toan phdn (TC) < 6,5mmol/l (251mg/dL) trong nghién ctiu ASCOT-LLA (Anglo-
Scandinavian Cardiac Outcomes Trial Lipid Lowering Arm). Ngoai ra céc bénh nhan c6 it nhat ba trong
s8 c4c yéu to nguy co vé tim mach (CV) dusi day: nam gidi trén 55 tudi, hat thudc, bj bénh dai théo
duting, tién st benh mach vanh ¢ méi quan hé béc 1 v6i bénh nhan, C-toan phén: lipoprotein ty trong
cao (HDL) > 6, b&nh mach ngoai bién, phl dai that trdi, c6 bénh ndo tir trudc, dién tdm dé (ECG) ddc
trung bat thuting, protein niéw/albumin niéu. Trong nghién ciiu c6 kiém chiing véi gid dugc, mi doi,
bé&nh nhén dugc diéu trj bdng céc thudc ha huyét 4p (b&nh nhin khong bi bénh dai thdo dudng c6 huyét
ap dich < 140/90mmHg, bénh nhén bj bénh déi thdo duing c6 huyét ap dich < 130/80mmHg) va dugc
chi dinh atorvastatin 10mg mdi ngay (n=5168) hodc gid dugc (n=5137). Nghién clu ASCOT-LLA da
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difng lai s6m han sau 3,3 nim thay vi 5 nim do tic dong clia vigc diéu trj atorvastatin so vdi gid dugc
vugt qué ngung ¢6 ¥ ngha trong dénh gia thdi gian chuyén tiép. Ngoai ra, huyét ap dugc kiém soét tot
va tuong tyf trén bénh nhan dugc chi dinh atorvastatin va gid dugc. Nhiing thay déi nay tén tai trong sudt
thdi gian diéu tr.

Atorvastatin lam giam muc do cha nhiing hién tugng sau:

) Giam nguy co S6 bién cd Ao
Céc bién co (%) . |(Aenastotiiso vetpid ey o I

Bin cd mach vanh (b&énh mach
vanh tir vong va nhdi mau cd tim 36% 100 so vdi 154 0,0005
khong tir vong)

Céc bign c6 tim mach bt ky va

= =
qud trinh ti thong mach 20% 389 so vdi 483 0,0008
Céc bign ¢d mach vanh 29% 178 so vdi 247 0,0006
E{?r:gtiuy tlf vong va khong tir 26% 89 50 véi 119 0,0332

* Mdc du ti Ié gidm dt quy tif vong va khdng tir vong khéng dat tdi mife ¢d y nghia dige x4c dinh
trude (p=0,01), xu huéng kha quan dugc quan sat thdy vdi {7 1§ gidm nguy co tuong doi 26%.
Tit vong chung va tir vong lién quan tdi tim mach gidm khdng ddng k€ mac dil quan s4t thdy xu hudng
kha quan.
Trong nghién ctu vai tro cua Atorvastatin trén déi thdo dudng (Collaborative Atorvastatin Diabetes
Study-CARDS), vai tro cua atorvastatin déi véi bénh tim mach ti vong va khéng t vong dugc ddnh
gid trén 2838 bénh nhan tudi tir 40-75 bj déi thdo dudng typ 2, khéng cd tién st bénh tim mach va
mic LDL < 4,14mmol/L (160mg/di) va TG < 6,78mmol/ L (600mg/dL). Thém véo dd, tat cd nhilng
bénh nhan di cd it nhat mgt trong nhifng yéu 16 nguy cd sau: cao huyét dp, dang hit thude, bénh
vang mac, albumin niéu thap hodc albumin nigu cao. Pay la nghién cifu ngédu nhién, mi déi, da trung
tdm c6 kiém ching bdng gid duge, trong dé bénh nhdn duge chi dinh atorvastatin 10mg méi ngay
(n=1428) hodc gid duge (n=1410) trong thdi gian theo déi trung binh 3,9 ndm. Do hiéu qué diéu trj
clia atorvastatin Ién tiéu chi chinh qud rd rang nén nghién ctfu CARDS két thiic 2 ndm sém han so vdi
dy kién.

Céc tic dung gidm nguy co tuong d6i va tuyét doi cla atorvastatin duge trinh bay nhu dudi diy:

Wiy Gidm nguy co So hién co Gid tr] p
L twang ddi (%) |(Atorvastatin so vdi gia dugc)
Céc bi€n cd tim mach chinh
[nhoi mau co tim tif vong va
khdng tlt vong, nhdi mau cd
UICEMLSNE, (N vang oo bgiih 37% 83 s0 vai 127 0,0010

mach vanh cép, dau thit nguc
khong 6n dinh, phau thuat bic
cdu mach vanh, nong mach vanh
qua da, tai thng mach, dot quy]

.—

-
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Nhoi mau co tim (nhdi méu co
tim t{r vong va khong tir vong, 42% 38 so vdi 64 0,0070
nhdi méau cd tim tham ling)
Dot quy (ti vong va khéng tl
vong)

48% 21 so vdi 39 0,0163

Khong co bang chiing vé sy khac nhau trong diéu tri anh hutng bdi gidi, tudi hodic mirc LDL-C.

Giam nguy cd tudng ddi tlr vong 27% (82 truting hop tlt vong & nhom gid dugc so véi 61 trudng hgp tir
vong & nhénh diéu tri) dugc quan sat véi gidi han co ¥ nghia thdng ké (p=0,0592). Ty I& tong quat clia
nhiing tdc dung cd hai hodc nhiing tdc dung c¢6 hai nghiém trong tudng tif gita cc nhom diéu trj.

Xo vita dgng mach

Trong nghién ctu logi bd xo vita dong mach béng cach ha tich cyc cholesterol (REVERSAL), téc dfng |
clia atorvastatin 80mg va pravastatin 40mg dgi v6i xd viia dong mach vanh duge dénh gid bing séng
siéu am ndi mach (IVUS) trong khi chyp X-quang mach mau trén nhiing bénh nhdn cé bénh mach
vanh. D4y Ia thir nghiém Iam sang ngau nhién, mi déi, da trung tdm, cd kiém soat, 502 bénh nhan c6
s6ng siéu dm ndi mach & miic ca ban tai thdi diém 18 thang. Trong nhém diing atorvastatin (n=253), sy
thay ddi phdn tram trung binh tif mic ca bén trong t8ng thé tich xa vira dong mach (tiéu chi nghién ciu
dau tién) 1a -0,4% (p=0,98) & nhém dung atorvastatin va +2,7% (p=0,001) 6 nhom diing pravastatin
(n=249). Khi so sanh vdi pravastatin, hiéu qua tdc ddng clia atorvastatin c6 ¥ nghia thang ké (p=0,02).
G nhém ding atorvastatin, LDL-C giam xufng mic trung binh 2,04mmol/L + 0,8 (78,9mg/dL + 30) tir
miic co ban 3,89mmol/L + 0,7 (150mg/dL + 28), G nhém dung pravastatin LDL-C gidm xuSng mifc
trung binh 2,85mmol/L + 0,7 (110mg/dL + 26) t miic co bdn 3,88mmol/L + 0,7 (150mg/dL + 26)
(p<0,0001). Atorvastatin ciing lam gidm dédng k8 C- todn phidn 34,1% (pravastatin: -18,4%,
p<0,0001), gidm ndng dd TG trung binh 20% (pravastatin: -6,8%, p<0,0009) va gidm apo B trung binh
39,1% (pravastatin: -22,0%, p<0,0001). Atorvastatin tdng HDL-C trung binh 2,9% (pravastatin:
+5,6%, p=NS). Protein phan (ing C (CRP) gidm trung binh 36,4% & nhom dung atorvastatin so véi gidm
5,2% G nhom dung pravastatin (p<0,0001). B9 an toan va dung nap clia hai nhém diéu trj c6 thé so
sanh duge.

D6t quy tai phat

Trong nghién cifu phong dét quy bang céch ha tich cuc cholesterol (SPARCL), ddnh gid hiéu qua clia
atorvastatin 80mg mdi ngay holic gid dugc trén 4.731 bénh nhén bi dot quy hodc thigu méu cyc bd
thoang qua trong 6 thang trudc va khong co tién sir benh mach vanh. Nhitng b&nh nhan nay 60% la
nam gi6i, tr 21 dén 92 tudi (trung binh 63 tudi), ¢6 mitc LDL trung binh I3 133mg/dL (3,4mmol/L).
NGng d§ trung binh clia LDL-C I& 73mg/dL (1,9mmol/L) trong qua trinh diéu trj bing atorvastatin va
129mg/dL (3,3mmol/L) trong qué trinh diéu tri bing gia dugc. Thai gian theo doi trung binh la 4,9 ndm.,
Atorvastatin 80mg lam gidm nguy cad cba tiéu chi chinh: dot quy tr vong va khong tlr vong 15% (Ty 1&
rlii ro (HR) 0,85; Khodng tin cay (Cl) 95%, 0,72-1,00; p=0,05 hodc Ty & rii ro (HR) 0,84; Khoang tin
cay (Cl) 95%, 0,71-0,99; p=0,03 sau khi diéu chinh cho cdc yéu td cd ban) so vdi gid dugc. Atorvastatin
80mg 1am gidm ddng ké nguy co cac bign c¢& mach vanh chinh (TY 18 rli ro (HR) 0,67; Khodng tin cdy
(Cl) 95%, 0,51-0,89; p=0,006), bat ki hién tugng b&nh mach vanh nao (Ty 1& ri ro (HR) 0,60; Khoang
tin cdy (Cl) 95%, 0,48-0,74; p<0,001) va qua trinh tdi thong mach (Ty I8 rli ro (HR) 0,57; Khodng tin
cdy (Cl) 95%, 0,44-0,74; p<0,001).

Trong mot phén tich post-hoc, atorvastatin 80mg lam gidm ty & dot quy thigu mau cuc b (218/2365;
9,2% so vdi 274/2366; 11,6%; p=0,01) va ting ty I& dot quy xuat huyét (55/2365; 2,3% so vdi 33/2366;
1,4%: p=0,02) so véi gia dugc. Ty 18 dot quy xung huygt tif vong giéng nhau gilia cdc nhém (17 ngudi
diing atorvastatin so véi 18 ngudi dung gia dugc). Quan sét thay nguy cg cac bién cf tim mach gidm &
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tdt ca cac nhom bénh nhén diing atorvastatin 80mg ngoai trlt nhitng bénh nhan khi tham gia nghién
cifu co dot quy xudt huy&t va da co dot quy xuat huyét tai phat (7 nguti ding atorvastatin so vdi 2 ngubi
ding gia dugc).

Nhiing bénh nhan diéu tri bang atorvastatin 80mg bj ddt quy it hon, dii 1a bat ky d6t quy nao (265 ngubi
diing atorvastatin so v6i 311 ngubi diing gia duge) va bj cac bien cd mach vanh it han (123 ngubi diing
atorvastatin so v6i 204 ngudi dung gia dugc). Ty I& tlf vong néi chung |a tudng ty nhau gilta cic nhom
diéu tri (216 nguti dung atorvastatin so véi 211 nguti ding gid dugc). TV 18 toan bd céc tic dung phu
gidng nhau gitta cdc nhém diéu tri

Phong ngifa thif phét cac bién cd tim mach

Trong nghién clu diéu tri cic muc tiéu mdi (Treating to New Targets Study-TNT), hiéu qua cla lidu
atorvastatin 80mg/ngay so vdi atorvastatin 10mg/ngay trén céc bién cd tim mach dugc danh gié trén
10.001 déi tugng (94% da tring, 81% nam gidi, 38% bénh nhén >65 tui) cd bidu hién lam sang bénh
mach vanh va truGc day da dat dugc mac LDL-C <130mg/dL sau khi diing atorvastatin 10mg/ngay
trong 8 tudn. Cc bénh nhin nay dugc chi dinh ngdu nhién liu atorvastatin 10mg/ngdy hoic liéu
atorvastatin 80mg/ngay va theo thoi gian diéu trj trung binh 4,9 ndm. N6ng dd trung binh LDL-C, C-
toan phan, TG, cholesterol HDL va cholesterol khong HDL vao tudn 12 I4n lugt 12 73mg/dL, 145mgy/dL,
128mg/dL, 98mg/dL va 47mg/dL trong thdi gian diéu trj bdng atorvastatin liéu 80mg va ldn lugt I3
99mg/dL, 177mg/dL, 152mg/dL, 129mg/dL va 48mg/dL trong thdi gian didu trj bing atorvastatin lidu
10mg.

Diéu tri bang atorvastatin vdi liéu 80mg/ngay 1am gidm dang ke ty 18 cac bign cd tim mach chinh (434
bién c¢d 6 nhom diing liéu 80mg/ngay so vdi 548 bigh co 6 nhém ding lidu 10mg/ngay) cing véi gidm
nguy co tuong doi 22%.

Atorvastatin 80mg lam gidm dang k& céc nguy cd sau:

Atorvastatin Atorvastatin

S L Eop i leaty 10mg 80mg HR® (95%Cl)
Ti€u chi chinh c6 y nghia (N=5006) (N=4395)
Tiéu chi chinh* n % n %
Bign co tim mach chinh dau tién 548 | 10,9 | 434 8,7 | 0,78 (0,69 - 0,89)
Tong hop céc tigu chi chinh
Nhoi mau co tim khdng tit vong 308 | 62 | 243 | 49 | 0,78 (0,66 - 0,93)
Dot quy (tir vong va khdng tir vong) 155 | 31 | 117 | 23 | 0,75 (0,59 - 0,96)

Tiéu chi phu**

Suy tim sung huy&t ddu tién phai nhap
vién®

Phdu thudt bdc cdu mach vanh ddu tién
hodc thil thuét tai thong mach khéc’

Pau thit nguc ddu tién 615 | 12,3 | 545 | 10,9 | 0,88 (0,79 - 0,99)

a Atorvastatin 80mg: atorvastatin 10mg

b Tiéu chi phu khdc

* Tiéu chi chinh = tif vong do bénh mach vanh, nhdi mau co tim khong tif vong, ngitng tim hoi suc thanh cdng va dét quy
10 vong va khong t vong

** Tigu chi chinh khéng bao gom tiéu chi phy

Khodng tin cdy cda cdc tiéu chi phy khéng dugc diéu chinh khi so sanh nhiéu.

Khong thay sy khac biét ¢ ¥ nghta vé cic nguyén nhan gay tif vong giita cic nhém didu tri: 282 (5,6%)

164 | 33 | 122 | 24 |0,74 (059 - 0,94)

904 | 18,1 667 | 13,4 | 0,72 (0,65 - 0,80)
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& nhom dung atorvastatin lidu 10ma/ngay so véi 284 (5,7%) & nhom dung atorvastatin liéu 80mg/ngay.
Ty 18 céc ddi tugng 1l vong do tim mach bao gom tif vong do b&nh mach vanh va dot quy t& vong it han
vé s6 lugng & cdc nhom ding atorvastatin 80mg so v6i nhdém dung atorvastatin 10mg. Ty 18 cac ddi
tugng tir vong khong do tim mach nhiéu hon vé so lugng 6 nhom diing atorvastatin 80mg so vdi nhém
ding atorvastatin 10mg. Trong nghién citu gidm céc tidu chi bang cch ha tich cyc lipid (IDEAL) digu
trj bing atorvastatin véi lidu 80ma/ngay so vdi diéu tri bing simvastatin 20mg/ngay dén 40mg/ngay
trén 8.888 bénh nhén tdi 80 tudi cd tién sir bénh mach vanh dé danh gid n&u c6 thé gidm dugc nguy co
tim mach. B&nh nhan chl y&u 1a nam gi6i (81%), da tring (99%), c6 tudi trung binh la 61,7 tudi va
LDL- C trung binh 12 121,5mg/dL ngau nhién; 76% da tri liéu béng statin. Trong thit nghigm tién ci,
phan nhém ngéu nhién, m& va danh gid bién ¢6 mi (PROBE), bénh nhén dugc theo dai trong khodng
thi gian trung binh 4,8 nim, Nong do trung binh clia LDL-C, C-toan phdn, TG, HDL-C va khong HDL-C
G tudn thir 12 1an lugt 1a 78mg/dL, 145mg/dL, 115mg/dL, 45mg/dL va 100mg/dL trong sudt qua trinh
diéu trj bing atorvastatin 80mg va lan lugt 1a 105mg/dL, 179mg/dL, 142mg/dL, 47mg/dL va 132mg/dL
trong sudt qué trinh diéu tri bing simvastatin 20mg dén 40mg.

Khong thay s khac biét ¢ ¥ nghia gilta cdc nhom diéu trj 6 tidu chi chinh, ty & bign cd mach vanh
chinh diu tién (bénh mach vanh tlf vong, nhdi mau cd tim khdng tir vong va ngling tim hdi stic thanh
cong 12 411 (9,3%) & nhém dung atorvastatin liéu 80mg/ngay so véi 463 (10,4%) & nhém ding
simvastatin 20-40mg/ngay, tJ I& rii ro (HR) 0,89%, khoang tin cdy (CI) 95% (0,78:1,01), p=0,07.
Khdng thay su khac biét ¢6 y nghfa giita cdc nhom diéu trj d&i voi tir vong do moi nguy@n nhin: 366
(8,2%) ¢ nhom duing atorvastatin 80mg/ngay so véi 374 (8,4%) & nhdm diing simvastatin 20mg/ngay
dén 40mg/ngay. Ty I& cdc ddi tugng tling tif vong do tim mach hay khdng lién quan t6i tim mach tudng
ty nhau & nhém dling atorvastatin 80mg va nhom dung simvastatin 20mg dén 40mg.

Bénh nhi

Tang cholesterol mau ¢ tinh gia dinh dj hop t&r & b&nh nhi ti 6 d&n 17 tui. Mot nghién clu 8 tudn, nhin
md dé danh gid dugc dong hoc, duge lic hoc, do an toan va kha nang dung nap atorvastatin dugc tién
hanh trén tré em va thi€u nién bj ting cholesterol mau cé tinh gia dinh dj hgp ti d2 dugc xac nhan vé di
truyén va LDL-C ban d4u >4mmol/L. T8ng cong 39 tré em va thigu nién, tif 6 d&n 17 tudi, dugc ghi danh
vao nghién cdu nhém A bao gém 15 tré em, tir 6 d&n 12 tudi va cé giai doan day thi Tanner 1. Nhém B
bao gém 24 tré em, tir 10 d&€n 17 tudi va Tanner > 2. Liéu ban d4u clia atorvastatin 12 5mg mdi ngay dui
dang mdt vién nhai trong. Nhém A vd 10mg mbi ngdy dudi dang vién nén trong Nhém B. Liéu
atorvastatin dugc cho phép ting gap ddi néu mot ddi tugng chua dat LDL-C muc tiéu 1a < 3,35mmol/L
vao Tuin 4 va néu atorvastatin dugc dung nap tdt. Gia trj trung binh clia LDL-C, TC, VLDL-C va Apo B
giam mudn nhét vao Tuan 2 cho tat ¢a céc ddi tugng. Vai cac doi tugng duge ting ligu gdp doi, quan sat
thay con giam thém sém nhét sau 2 tudn, trong lan danh gid diu tién, sau khi tang liéu. Miic gidm phén
trim trung binh clia cdc thong so lipid 1 tuong tu 6 c& hai nhom, bat ké cac d6i tugng tigp tuc st dung
ligu ban dau hay ting lidu ban ddu Ién g&p doi. 0 tudn 8, trung binh, thay ddi phan trdm tif gia tri ban
d4u clia LDL-C va TC tuong (ing 12 khodng 40% va 30% trong cac khodng néng d thir nghiém. Trong
m@t nghién c(u thit 2, nhan md, mgt nhanh, 271 tré em trai va tré em gai c6 tang cholesterol mau cé
tinh gia dinh di hgp tl d@ dugc chon va diéu tri véi atorvastatin trong thi gian t6i da 3 nam. Tiéu chi
chon vao nghién ctiu yéu cdu dugc xdc nhén co ting cholesterol mau cé tinh gia dinh dj hgp tir va LDL-C
ban ddu >4mmol/L (khodng 152mg/dL). Nghi&n ctiu bao gém 139 tré em c6 giai doan phat trién bénh &
giai doan Tanner 1 (thuding tir 6-10 tudi). Liéu atorvastatin (1 lan/ngay) kh@i du 1a 5mg (vién nhai) & tré
dudi 10 tudi. Tré tir 10 tudi trd 18n dugc dung liéu khdi ddu 10mg atorvastatin (1 1dn/ngay). T4t ca tré em
¢6 thé dugc diu chinh d&n liéu cao hon dé dat myc tiéu < 3,35mmol/1 LDL-C. Liutrung binh cho tré tir
6-9 tudi 1a 19,6mg va lidutrung binh cho tré 10 tudi trd 1&n 1a 23,9mg.
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Mic LDL-G (+/- SD) ban dau I 6,12 (1,26)mmol/L tdc |2 khodng 233 (48)mg/dL. Xem k&t qud cudi
clng trong bang dudi.

D ligu thu dugc cting cho thdy khdng ¢ anh hubng clia thudc 18n sif ting trung hodc su phét trién
(nhu chiéu cao, cdn nang, BMI, giai doan Tanner, ddnh gi4 clia nghién ctu vién vé mic do trudng thanh
va phat trién tdng thé) & bénh nhi va thi€u nién co ting cholesterol mu c6 tinh gia dinh dj hgp tit dugc
digu tri véi atorvastatin trong nghién ciu kéo dai 3 nim. Khéng c6 tic dong nao dugc ghi nhan theo
dénh gid clia nghién cifu vién |&n chiéu cao, cin ning, BMI thea tudi hodc theo gidi tinh & méi 1dn thim
kham.

Tac dyng giam lipid mau clia atorvastatin & nam v nif thigu nién cé ting cholesterol mau
cd tinh gia dinh di hgp tr (mmol/L)

SES ; TC LDL-C | HDLC TG Apo B
.0) | (s.0) | (s.0) (5.0.) | (5.D.)#
Ban dau 271 (fgﬁ) (?gg) (01,'2361643) (gig) (0,12'3)2**
THERG SOV (=206 (ggg) (SE% (f;,:'ZSTQQ?B) (0[323785;* (0{339?(;*
TARIY SHET = 20 (g::sg) (g:;?) ([}1’:?3?0389) (g:ﬁ) (0?2’3?“

TC=tong cholesterol; S.D.= dd Iéch chuéin (standard deviation); LDL-C= cholesterol-C tj trong thap
(low density cholesterol-C); HDL-C= cholesterol-C ty trong cao (hight density cholesterol-C); TG=
triglycerid; Apo B= apolipoprotein B; “Thang 36/ET" bao gdm cd dif ligu tGi 1an thim khdm cudi
cling cho nhiing déi tugng ket thic tham gia sém truGc méc 36 thang dy kién cling nhu di lidu
ddy di 36 thang & nhiing ddi tugng tham gia di 36 thang; “*”= N & thang 30 cho s liéu nay Ia
207; “**”= N ban dau cho s@ ligu nay I 270; “***”= N & thang 36/ET cho s8 ligu nay 13 243;
“#” =g/L cho Apo B

Tdng cholesterol mdu cd tinh gia dinh dj hgp tif & b&nh nhi tir 10 d&n 17 tudi

Trong m{t nghién clu mi ddi, ddi chitng gia dugc, ti€p theo 12 mot giai doan nhan mé, 187 bé trai va bé
gdi da cd kinh nguyét tit 10 d&n 17 tudi (tudi trung binh 14,1) bi tang cholesterol méu ¢é tinh gia dinh di
hop tif (FH) hodc tdng cholesterol mau nghiém trong dugc chon ngau nhién cho ding atorvastatin
(n=140) hodc gia dugc (n=47) trong 26 tudn va sau dé tat ca déu dugc cho dung atorvastatin trong 26
tudn. Ligu atorvastatin (m@t 1dn mdi ngay) 12 10mg trong 4 tudn déu tign va diéu chinh ting 18n 20mg
néu ndng d LDL-C >3,36mmol/L. Atorvastatin lam gidm rd rét néng df tdng C, LDL-C, triglycerid va
apolipoprotein B trong huy€t tudng trong giai doan mi ddi 26 tudn. Gid trj LDL-C dat dugc trung binh I3
3,38mmol/L (khoang: 1,81 6,26mmol/L) trong nhom atorvastatin so vdi 5,9mmol/L (khodng: 3,93-
9,96mmol/L) trong nhém gia dugc trong giai doan mi ddi 26 tudn. Mat nghién clu b sung trén bénh
nhi vé atorvastatin so vdi colestipol & bénh nhan bj ting cholesterol mau tif 10 d&n 18 tudi cho thay ring
atorvastatin (N=25) lam gidm rg rét LDL-C & tudn 26 (p<0,05) so véi colestipol (N=31). Mt nghién ciu
tlr thién dd dugc thyc hién trén bénh nhan bj ting cholesterol mau nghiém trong (bao gdm ting
cholesterol mau dj hgp tir) bao gdm 46 b&nh nhi dugc diéu tri bing atorvastatin dugc diéu chinh lidu theo
dap (ng (m{t sd doi tugng dugc cho dling 80mg atorvastatin mdi ngay). Nghién ciiu nay kéo dai 3 nam:
LDLcholesterol giam 36%.

Chua thiét Idp dugc ddnh gia hiu qua dai han cla liéu phap atorvastatin trén tré em nhdm lam giam ty
I8 bénh tat va tif vong 6 giai doan trung thanh.
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CAC DAC TINH DUGC BONG HOC

- Hap thu: Atorvastatin dugc hap thu nhanh chong sau khi ubng, ndng do dinh trong huyét tudng dat
dugc trong vong tit 1 dén 2 git. Mc d§ hap thu va ndng dj atorvastatin trong huy&t tuong ting ty 18 véi
liu dung ca atorvastatin. Cac vién nén clia atorvastatin cho sinh khd dung bing 95% dé&n 99% ciia
dang dung dich. Sinh khi dung tuy&t doi cla atorvastatin x&p xI 12 14% va sinh kha dyng toan thin cho
hoat tinh tc ch& men kh{r HMG-CoA 12 x4p xi 30%. Sinh khé dung toan than thap 12 do sy thanh thai &
niém mac duting tigu hda va /hodc do su chuyén héa Idn ddu qua gan trudc khi vao tudn hoan chung.
Méc di thitc dn lam giam ty 18 va mic dg hap thu clia thude 1an lugt x&p X712 25% va 9% khi dugc danh
gid theo ndng do dinh trong huy€t tuong Cmax va dién tich dudi duting cong (AUC), nhung higu qua
giam LDL-C 12 tuong tu nhau b4t ké 12 atorvastatin duge dung cling hay khang diing ciing véi thic in.
Ndng do atorvastatin trong huy8t tudng thap hon (x&p xi 30% d6i véi Cmax va AUC) khi dung thusc vao
budi t6i so véi khi dung vao budi séng. Tuy nhién, hiéu qua gidm LDL-C 12 nhu nhau bét ké 13 ding thudc
vao thdi gian nao trong ngay (xem Cdch ding, liéu ding).

- Phdn bd: Thé tich phan bd trung binh clia atorvastatin x&p xi 381L. Ty 18 gdn k&t véi protein huyét
tuang cha atorvastatin > 98%. Ty 1 gilta ndng do thudc trong hong cdu/ ndng do thudc trong huyét
tudng 12 xap xi 0,25; diéu nay cho thay sy thdm nhap kém clia thudc vao trong héng cdu.

- Chuyén hod: Atorvastatin dugc chuy&n héa chil y&u thanh cac dan xudt vi trf ortho va para va céc san
pham clia s\t oxy hda & vj trf beta. Trén in vitro, tac dung tc ch& men khir HVIG CoA clia cac chit chuyén
héa hydroxy hoa & vj tri ortho va para |a tuong dudng vdi tdc dyng nay clha atorvastatin. Xap xi 70 % clia
cdc hoat tinh (fc ché trong tudn hoan di vai men khit HMG CoA 1a do cc chat chuy&n hoa cé hoat tinh.
Cdc nghién clutrén in vitro ggi y tm quan trong clia qua trinh chuy&n hoa atorvastatin bai CYP3A4 ph
hgp véi nong do atorvastatin ting cao trong huy&t tudng & ngudi sau khi dung déng thdi voi
erythromycin, mt chat ¢c ché da biét doi vai isozym nay. Céc nghién cttu trén in vitro cling chi ra ring
atorvastatin 1a mot chét Grc ché y&u ddi voi CYP3A4. Dung ddng thdi atorvastatin véi terfenadin khong
lam anh hutng ¢ y nghia Iam séng ndng d6 trong huyét tuong cla terfenadin, mdt hop chdt dugc
chuy@n héa chl y&u bdi CYP3A4; do d6 atorvastatin s& khang 1am thay ddi déng k€ 1én cac cd chét clia
CYP3A4 (Xem Tudng tdc, tudng ky cda thudc ). B dong vat, chat chuyén héa hydroxy 6 vi trf ortho con
trai qua qué trinh glucuronid hoa.

- Thai trir: Atorvastatin va cdc chét chuyén hoa clia n6 dugc dao thai chli yéu qua mat sau khi duge
chuy&n hoa 8 gan va/hodc & ngoai gan; tuy nhién thudc duting nhu khéng ¢ chu trinh t4i tuin hoan rudt
gan. Thdi gian ban thai trung binh trong huyét tudng clia atorvastatin & ngudi 1a xap xi 14 gid, nhung thai
gian ban thai clia hoat tinh trc ché ddi vai men khit HMG-CoA 12 20-30 gidi do sy gép phén clia cc chat
chuy&n héa cd hoat tinh. Dui 2% clia liéu dung atorvastatin dugc tim thdy trong nuéc tiéu sau khi udng.
* C4c nhém ddi tugng dic biét.

- Ngudi cao tudi: N6ng do atorvastatin trong huy&t tuong & céc déi tugng cao tudi (> 65 tudi) khoé manh
|a cao hon (xdp xi 40% déi v6i G, va 30% déi vai AUC) so v6i ngudi trd tudi. Nghién citu ACCESS nhim
dic bigt ddnh gid cac bénh nhan cao tudi vé viéc dat dugc myc tiéu clia diéu tri theo Chuong trinh quic
gia gido dyc vé Cholesterol (NECP). Nghién cifu nay bao gdm 1.087 bénh nhan < 65 tudi, 815 bénh
nhan trén 65 tudi v 185 banh nhan trén 75 tudi. Khdng quan sét thay c6 su khac biét nao vé do an
toan, hiéu qua hay ty Ié dat dugc muc tiéu diéu tri lipid gita nhom bénh nhan cao tudi va nhdm déi tugng
tong quat.

- Tré em: Trong mot nghién ctu 8 tudn, nhan md, bénh nhi (tudi 6-17) & giai doan Tanner 1 (N=T5) va
giai doan Tanner > 2 (N=24) c6 ting cholesterol mau ¢ tinh gia dinh dj hgp tif va LDL-C ban dau >
4mmol/L dugc diéu tri vdi vién nhai 5 hodc 10mg hodc vién nén bao phim 10 hodc 20mg atorvastatin

mdt Idn méi ngay, tudng ing. Khi lugng ca thé Ia bign duy nhat thay ddi trong md hinh duge dong hoc |
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trén qudn thé atorvastatin. D§ thanh thai qua dubng uéng clia atorvastain & bénh nhi 12 tudng tu voi

ngudi |6n khi quy ddi theo m&i tuong quan vé khai lugng ca thé. Mitc giam phi hgp véi LDL-G va TC dugc
quan sat thdy trong khodng nng dg phai nhiém cla atorvastain va 0- hydroxyatorvastatin trong nghién
cliu.

- Gidi tinh: NGng dd atorvastatin trong huygt tudng & phy ni khéc (cao hon xap X 20% ddi vai Cmax va
th&p han 10% dai vi AUC) so véi & nam gidi. Tuy nhién, khdng c6 sy khdc biét c6 ¥ nghfa Iam sang nao
vé tac dong trén lipid gitia nam va n.

- Suy thén: Bénh thdn khéng c6 anh huing trén néng d¢ trong huygt tuong trén lipid cha atorvastatin.
Do d6, khéng can thiét phai diéu chinh liéu & suy than (xem Cdch ding, liéu ding).

- Th&m phén lgc mau: Mic dii céc nghién ciiu cdn chua duge tién hanh & cac bénh nhan cé bénh than
giai doan cudi, nhung khdng dy doén 1a th&m phan loc mau b thé 1am ting dang ké do thanh thii cla
atorvastatin do thudc cd ty 18 gén k&t cao vdi protein huyét tudng.

- Suy gan: Nong do trong huygt tudng cha atorvastatin b ting dang k& (x&p xi 16 I4n d6i véi Cmax va
11 Idn d6i véi AUC) & cdc bgnh nhan c6 banh gan man tinh do uéng rugu (Childs Pugh Loai B) (xem
Chéng chi dinh).

- Tuong tac thudc: Anh hudng cia céc thudc duge chi dinh déng thdi trén dugc déng hoc clia
atorvastatin cling nhu &nh huéng cla atorvastatin trén dugc dong hoc clia cac thudc duge chi dinh déng
thdi duge tom tat & bang dudi day (xem Cdnh bdo va than trong khi ding thu6t va phdn Tuong tic,
tiong ky cia thudc).

Anh hudng ciia céc thudc chi djnh déng thdi trén dugc dong hoc ciia Atorvastatin

Thudc duge chi dinh ddng thoi :
va ché 4 ligu Atorvastatin
; Ty 18 Ty 1
Liéu (m
(ma) AUC* Cmax*
‘Cyclosporin 5,2mg/kg/ngay, liéu 6n 10mg QD* x 2 =
dinh 28 ngay ! J
Tipranavir 500mg BID/ritonavir .
200mg BIDb, 7 ngay Himgal a2 8.5
“Telaprevir 750mg mdi 8h, 10 ngay 20mg SD 7.9 10,6
‘Boceprevir 800mg TID®, 7 ngay 40mg SD 2,3 2,7
‘Lopinavir 400mg BID/ritonavir 20mg QD 5g A7
100mg BID, 14 ngay x4 ngay ' ’
** Saquinavir 400mg BID/Ritonavir 40mg QD 39 43
400mg BID, 15 ngay x4 ngay ‘ ’
*Clarithromycin 500mg BID, 9 ngay 80mg QD 45 5.4
X8 ngay ' :
'Darunavir 300mg BID/ritonavir 10mg QD 34 55
100mg BID, 9 ngay x4 ngay ? :
*Itraconazol 200mg QD, 4 ngay 40mg SD 3,3 1,20
*Fosamprenavir 700mg BID/Ritonavir 10mg QD o s
100mg BID, 14 ngay x4 ngay ’ 1
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‘Fosamprenavir 1400mg BID, 10mg QD 23 40

14 ngay x4 ngay ’ :
10mg QD

"Nelfinavir 1250mg BID, 14 ngay 4 ﬁggy 1,74 2,2

‘Nuéc buti chim, 240mL/ngay QD* 40mg SD 1,37 1,16

Diltiazem 240mg QD, 28 ngay 40mg SD 1,51 1,00

Erythromycin 500mg QID®, 7 ngay 10mg SD 1,33 1,38

Amlodipin 10mg, liéu don 80mg SD 1,18 0,91
10mg QD

Cimetidin 300mg QID, 2 tudn trong g tudn 1,00 0,89

; . 40mg QD . e -
Colestipol 10g x 2 I4n/ngay, 28 tuin trong 28 tudn Khong xac dinh 0,74
. 10mg QD
Maalox TC® 30mL QID, 17 ngay trong 15 ngay 0,66 0,67
10m

Efavirenz 600mg QD, 14 ngay mmg% ﬂgay 0,59 1,01

‘Rifampin 600mg QD, 7 ngay

(dling phei hapf 40mg SD 1,12 29

‘Rifampin 600mg QD, 5 ngay

(Iéu riéng r3) 40mg QD 0,20 0,60

‘Gemfibrozil 600mg BID, 7 ngay 40mg QD 1,35 1,00

Tenofibrat 160mg QD, 7 ngdy 40mg QD 1,03 1,02

® Thé hién ty I gidia c4c ligu phdp (dong dong thoi thudc khdc vdi atorvastatin so vdi atorvastatin don
déc)

* Xem canh bdo va than trong khi diong thu6e va tudng tac, tudng ky cia thude veé y nghia Iam sang

* Bdo cdo thdy AUC ting (ty 1é AUC gap 2,5 fﬁn) va/hodc Cmax (ty Ié Cmax 1,71 14n) khi uéng ligng
Idn nuide budi chom (>750 mL - 1,2 L/méi ngay).

** Ty I dia trén mau don Idy vao 8-16h sau khi uéng.

" Do co ché tuong tdc kép cia rifampin, khuyén cdo chi dinh déng thoi atorvastatin cing lic vdi
rifampin, do khi diing atorvastatin chdm han sau khi sau khi uéng rifampin sé lam gidm déng k& néng
d§ atorvastatin trong huyét tuang.

“ | idu saquinavir ph6i hgp vdi ritonavir trong nghién ciu ndy khéng phai I liéu sif dung trén Iim
sang. Muic tiép xuc ciia atorvastatin khi dudc st dung trén IAm sang cd thé sé cao hon so vdi nhiing gl
da dugc quan s4t trong nghién ctfu nay. Vi vdy cén than trong khi st dyng va liéu lugng thap nhat can
thiét nén dugc st dung
* Liéu atorvastatin trong bang trén chi 13 lidu thic nghiém. Khi st dung atorvastatin trén thuc t€ lim
sang, (xin xem myc Ligu ding va cdch ding).

Li8u diing va cdch diing.

* mgt 1an méi ngay
® hai ldn mdi ngay
*liéu dan
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“ba I4n mdi ngay
*bon Ian mdi ngay
Anh huéng ciia Atorvastatin trén dugc ddng hoc cia céc thudc duge chi dinh ddng thai

Atovastatin Thudc duge chi dinh ddng thdi va ché dg lidu ding
Thudc/liéu (mg) Ty 18 AUC* | Ty 1é Cmax®
80 QD * x 15 ngay Antipyrin, 600mg SD" 1,03 0,89
80mg QD x 14 ngay Digoxin 0,25mg QD, 20 ngay’ 1,19 1,20
Thufc tranh thai dudng ubng
SOIG L x a4 0Ry D I[\)liofet?iizgne 1mg 1,28 1,23
- Ethinyl estradol 35microgam 1,19 1,30

Tipranavir 500mg BID/

10mg S0 ritonavir 200mg BID, 7 ngay | "% 0,95

; Fosamprenavir 1400mg BID,
10mg QD x 4 ngay 14 righy 0,73 0,82
10mg QD x 4 ngdy Fosamprenavir 700mg BID/ 0.99 0.94

ritonavir 10mg BID, 14 ngay

“Thé hign ty Ig gidia c4c ligu phap (diing dong thoi thudc khdc vdi atorvastatin so vdi atorvastatin don
dic)
*Xem tudng téc va tuong ky cia thude vé y nghia lam sang
* mét 14n mbi ngay
* liéu don
° hai Iin mdi ngay
QUY CACH bONG GOI
- Ep vi nhém-nhém: Hop 03 vi x 10 vién; Hop 10 vi x 10 vién; Hop 20 vix 10 vién.
- Ep vi nhom-PVC: Hop 03 vix 10 vién; Hop 10 vi x 10 vién; Hop 20 vi x 10 vién.
PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN GHAT LUGNG CUA THUGGC
Béo quén nai khd, nhiét d§ khong qua 30°C, tranh dnh sang.
Han dung: 36 thang ké tif ngay sén xudt
Tiéu chudn chét lugng clia thudc: Tiéu chudn co sb
TEN, DIA CHI COA €O S8 SAN XUAT THUGC.
‘\ CONG TY CO PHAN DU(GC PHAM TV.PHARM

(ﬁ) 27 Nguydn Chi Thanh - Khém 2 - Phudng 9 - Thanh phd Tra Vinh - Tinh Tra Vinh, Vigt Nam.
WPHARM DT (0294) 3855372, Fax: (0294) 3740239

NGAY XEM XET SUA D31, CAP NHAT LAI N§I DUNG HDSD THUGC: 24.09.2022
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