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o HUGNG DAN SU DUNG THUDC

Thubc ban theo don. NEu c&n thém thdng tin xin hdi y ki€n bac si.
Doc k7 hudng ddn su dyng trude khi ding. OE xa tim tay cia tré em

ATORVASTATINE EG 40 mg

THANH PHAN: MBi vién nén bao phim chita qu '

Atorvastatin calci tuong dudng e

Atorvastatin.................40 mg

T4 dugc: Cellactose, hypromellose 6 cp,100 cp, meglumine, natri starch glycolat, magnesi stearat, povidon 25, titan
dioxid E171, Propylene glycol.

DUGC LYC HOC

Atorvastatin 1a chdt dc ch& canh tranh va chon loc men khit HMG-CoA, ¢ ché qud trinh chuyén 3-hydroxy-
3methylglutaryl-coenzyme A thinh mevalonat tién chét clia cholesterol. Sy chuy&n HMG-CoA thanh mevalonat 13 budc
d4utién trong sinh t8ng hgp cholesterol.

Atorvastatin lam gidm lipoprotein va cholesterol huyét tuong bing céch c ché men khit HMG-CoA, iic ché sy téng hop
chéglesterol & gan va béing cach ting s6 lugng nhiing thy thé LDL & gan trén b mit t& bao tir d6 tang sy 4y di va thodi
bién LDL.

Atorvastatin lam gidm sén xudt LDL va gidm s lugng c4c hat LDL. Atorvastatin Iam ting ddng k€ hoat tinh ciia thy thé
LDL ciing v6i sy thay ddi c6 Igi trén tinh chdt clia cdc hat LDL tufn hoan. Atorvastatin ¢6 higu qua trén viéc lam gidm
LDL & nhiing bgnh nhén ting cholesterol gia dinh ddng hgp tit, mt quén thé it cé ddp ting vdi thudc ha lipid.

DUGC DONG HOC

Atorvastatin dugc hap thu nhanh chéng sau khi udng, ndng do thusc trong huy&t tuong t6i da dat dugc trong vong 1-
2gid. Mic d§ hap thu va ndng df atorvastatin tang ti 1 véi lidu dung. Sinh kh& dung tuyt d5i cila atorvastatin khodng
14% va sinh kha dung toan thén clia hoat djng tc ché men khit HMG-CoA khodng 30%. Tinh khd dung toan than thdp
1a do sy thanh loc & niém mac dudng tiéu héa va/hodc chuyén héa I4n d4u & gan. Mic du thic Zn 1am gidm téc do va
mitc d§ hdp thu clia atorvastatin khodng 25% khi dugc ddnh gid bdi Cmax va khodng 9% khi dugc dinh gid bdi AUC,
nhung tdc dynglam gidm LDL-C thi khdng d8i khi atorvastatin dugc ubng cling hay khéng ciing v6i thiic An. Néng do
atorvastatin huyét tuong sau khi diing thudc bui chiéu t6i thdp hon khi ding thudc vao budi sang (khodng 30% ddi véi
Cmax va AUC). Tuy nhién, hiéu qud gidm LDL-C thi nhu nhau b&t k€ thi di€m diing thudc trong ngay.

Thé tich phdn bd trung binh clia atorvastatin khodng 381 lit. Trén 98% atorvastatin dugc gfn két véi protein huy&t
tuong. T118 hdng cdu huyét tuong x&p xi 0,25 cho thay sy thdm thubc vao t& bio hdng c4u thip.

Atorvastatin dugc chuyén héa chi y&u thanh din xu&t hydroxy héa tai vj tri ortho va para va cdc sin phdm oxid héa tai
vi tri beta. In vitro, sy tic ch& men khir HMG-CoA clia céc ch4t chuyén héa qua con duding hydroxy! hda & vj trf ortho va
para tudng duong vdi sy Uc ché clia atorvastatin. Khodng 70% hoat dgng iic ch& men khit HMG-CoA trong huyét tuong 12
do c4c chat chuyén héa c6 hoat tinh. In vitro, c4c nghién ciu cho thdy tdm quan trong clia sy chuyén héa atorvastatin
bdi cytochrome P450 3A4 & gan, phil hgp v6i n8ng df atorvastatin trong huyét tuong t3ng &n & ngudi sau khi dung déng
thai véi erythromycin, mét chat dc ché da dugc bigt dén cla isozyme nay. _

Atorvastatin va cdc chat chuyén h6a clia né dugc thai trir chli y&u qua m4t sau qud trinh chuyén héa tai gan va/hoic
ngoai gan. Tuy nhién, thubc khdng di qua chu trinh gan rubt. Thdi gian b4n hly trong huyét tuong trung binh clia
atorvastatin & nguti khodng 14gids, nhung thdsi gian ban hly clia hoat dfng ic ch& men khit HMG-CoA 13 10-20 git do ¢6
sy déng g6p clia cac chét chuyén hda c6 hoat tinh. Dudi 2% lugng atovastatin ubng vao dugc tim thay trong nudc tiu.
Atorvastatin va mdt s8 ch4t chuy&n héa clia n6 cd hoat tinh dugc Iy & ngudi. Noi tic dong d4u tién chia atorvastatin 12
gan, d4y 1A noi chi y&u tdng hgp cholesterol va thanh thdi LDL. Sy gidm LDL-C tuong ting vdi liéu lugng thudc nhiéu hon
la véi nng dg thudc toan than.

CHIDINH

- Atorvastatin dugc chl dinh b8 trg cho liéu phdp 4n uSng d& 1am gidm cholesterol todn phdn, LDL — cholesterol,
apolipoprotein B va triglycerid va dé lam ting HDL-cholesterol & cdc bénh nhén c6 ting cholesterol mdu nguyén phét
(typ Ila va lib) triglycerid gidm it.

- B&nh nhén r6i loan betalipoprotein mau ma khong d4p (ng ddy di vdi ché do in.

- Atorvastatin cling dugc chi dinh dé 1am gidm cholesterol toan phdn va LDL-cholesterol & c4c bénh nhan c6 ting
cholesterol méu c6 tinh gia dinh déng hgp tir khi ché do &n va céc phuong phdp khdng diing thudc khéc khdng mang lai
két qua ddy ab.
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LIEU DUNG VA CACH SU DUNG

Thubc c6 thé diing bét cif liic nao trong ngay, khéng c4n chi ¥ d&n bira An.

Tang cholesterol mau (cd tinh gia dinh dj hgp ti va khéng cd tinh gia dinh) va réi loan lipid mau hon hgp: liéu khoi
ddu dugc khuyén cdo la 10 - 20 mg, 1 14n/ngay. Nhitng bénh nhén cdn gidm LDL cholesterol nhiéu (trén 45%) c6 thé
b4t ddu bdng lidu 40mg, 1 1dn/ngdy. Lifu duy tri 10 - 40 mg/ngay. N&u cin cé thé ting liéu, nhung khong qud 80
mg/ngay.

Sau khi bdt ddu diu tri va/hodc sau khi ting liéu atorvastatin cdn dénh gid cdc chi s6 lipid mau trong vong 2 t6i 4 tudn
va d8 diéu chinh liu cho thich hgp.

Tdng cholesterol mau cd tinh ch4t gia dinh déng hgp tir: Liu khdi ddu 10 mg, 1 14n/ngay. Diéu chinh liéu 4 tudn mot
4n. Ligu duy tri 10 - 40 mg/ngdy. N&u cdn c6 thé ting liéu, nhung khdng qua 80 mg/ngay. C4n dugc phdi hgp vdi nhiing
bién phép ha lipid khic.

Diéu trj phdi hgp: Atorvastatin co thé dugc diéu trj phSi hop véi resin nhdm ting higu qud diéu tri.

Phdi hgp vdi cdc thudc va cdc phdi hgp sau: Fosamprenavir, phdi hgp Darunavir va Ritonavir, phdi hgp Fosamprenavir
va Ritonavir, phdi hgp Saquinavir va Ritonavir: khdng diing qud 20 mg atorvastatin/ngay.

Phdi hgp véi Nelfinavir: khong ding qud 40 mg atorvastatin/ngdy. @

Liéu diing & ngudi suy thgn: khdng cdn diéu chinh lidu. '_J\/W 4

THAN TRONG

Bénh Jﬁpan cdn c6 ché dg dn kiéng hgp ly trubc khi diu tri vai thudc, nén duy tri ché do nay trong subt qud trinh diéu tri
vdi thubc.

Trudc khi diéu tri vdi atorvastatin cdn chi ¥ loai trir c4c nguy&n nhan gy r6i loan lipid m4u thi phat va cén dinh lugng
cac chi s6 lipid, nén tién hanh dinh lugng lipid dinh ky, v6i khodng cdch khéng du6i 4 tudn.

Dung thin trong & nhitng b&nh nhén rdi loan chifc ning gan, bénh nhin udng rugu nhiéu.

Trong céc thil nghiém Idm sang, mdt s6 it ngudi bénh trudng thanh ubng statin thdy tAng rd rét transaminase huyét
thanh (> 3 14n gidi han binh thudng). Khi ngiing thudc & nhitng ngubii nay, nng dd transaminase thuding ha tir tir trd vé
miic trudc khi didu tri. Mgt vai nguti trong s6 ngudi b&nh nay trube khi diéu tri v6i statin da c6 nhitng két qua xét nghiém
chifc nng gan b4t thudng va/hodc udng nhiéu rugu. Vi viy cin ti€n hanh cdc xét nghiém chdc ning gan trudc khi bt
d4u diéu trj va theo dinh ky sau dé & moi ngudsi bénh.

Cén nhic theo doi creatin kinase (CK) trong trudng hgp:

+ Tru6e khi diéu tri, xét nghi@m CK nén dugc ti€n hanh trong nhiing truding hgp: Suy gidm chic ning thin, nhugc giép,
tién sir ban than ho¥c tién si gia dinh mic bénh co di truyén, tién si bj bénh ca do sl dung statin hoc fibrat trudc do,
tién st bénh gan va/hodc udng nhiéu rugu, b&nh nhan cao tudi (> 70 tui) ¢6 nhiing y&u t6 nguy ca bj tiéu co van, kha
ning xay ra tuong téc thudc va mdt s§ ddi tugng b&nh nhin dic biét. Trong nhitng trudng hgp nay nén c&n nhic Igi
ich/nguy co va theo di bénh nhan trén Idm sang khi diéu trj bing statin. N&u k&t qud xét nghiém CK > 5 14n gidi han
trén clia mifc binh thuing, khong nén b4t d4u diéu tri bing statin.

+Trong qud trinh diéu tri bing statin, bénh nhdn c&n thong bdo khi ¢6 c4c biéu hién vé co nhu dau co, ciing cd, y&u cd ..
Khi c6 c4c biéu hién ndy, b&nh nhan c4n 1am xét nghiém CK dé c6 c4c bién phéap can thiép phii hgp.

CHONG CHI BINH

Qué man v6i céc chat dc ché HMG - CoA reductase ho3c véi bat ky thanh phdn ndo clia thudc.

Bé&nh nhan bénh gan ti€n trién hojc ting transaminase huy&t thanh lién tyc ma khéng rd nguy&n nhn.

Phuy ni c6 thai va cho con ba.

TUONG TAC THUGC

Ting nguy co tén thuong co khi st dyng d6ng thai véi cac thuSic sau: Gemfibrozil, cac thudc ha cholesterol mau nhém
fibrat khdc, Niacin liéu cao ( > 1 g/ngdy), Colchicin, Erythromycin, Clarithromycin, Cyclosporin, va cic thudc khang
n&m nhém azol.

St dyng d8ng thdi véi cdc thudc dc ché protease clia HIV va viém gan siéu vi C (HCV) c6 thé 1am tang nguy co gy t6n
thuong co, nghiém trong nhdt 13 tiéu co van, thén hu din d&n suy thin va c6 thé gdy tii vong:

- V@i Telaprevir, hay v6i phi hgp Tipranavir va Ritonavir: trdnh dung d8ng thdi atorvastatin.

- Vi ph6i hgp Lopinavir va Ritonavir: Sif dyng th4n trong va néu cdn thigt nén dung liéu atorvastatin thdp nhat.

- Véi céc thudc va cdc phoi hgp sau: Fosamprenavir, phdi hgp Darunavir va Ritonavir, ph8i hgp Fosamprenavir va
Ritonavir, phdi hgp Saquinavir va Ritonavir: khong diing qud 20 mg atorvastatin/ngay.

- Vi Nelfinavir: khéng diung qud 40 mg atorvastatin/ngay.

Antacid: dung dong thdi véi atorvastatin véi huyén dich antacid dudng ung cd chiia magnesium va aluminium
hydroxide, sé 1am gidm ndng d6 atorvastatin trong huyét tuong khodng 35%, tuy nhién tac dung clia thudc I&n hiéu qud
gidm LDL-C khong bi thay déi.
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Antipyrine: Atorvastatin khong cé nh hubng I&n dugc dong hoc clia antipyrine, do d6 sy tudng téc nhiing thudc duge
chuyé&n héa qua cling cytochrome isozymes khong dugc nghi dén.

Cholestyramine: Nong do atorvastatin trong huyét tuong gidm (khodng 25%) khi dung cholestyramine cling véi
atorvastatin. Tuy nhién, higu qud diéu trj trén lipid mdu khi ding d8ng thdi 2 thudc thi cao hon khi chi diing 1 trong 2
thudc.

Digoxin: dung phdi hgp vdi atorvastatin va digoxin Iam ting ndng d9 digoxin huy&t tuong dang trong tinh trang 6n dinh
94n 20%. C&n theo d6i mdt cdch thich hgp & nhiing bénh nhan dang diing digoxin.

Thudc vién ngifa thai udng: Dung ddng thdi véi thudc vién ngira thai ubng c6 chifa norethindrone va ethinyl estradiol 1am
tdng AUC clia norethindrone va clia ethinyl estradiol g&n 20%. Khi chon loc 1 loai thudc vién ngifa thai cho phy nif c4n
can nhic dén diéu nay.

Nhiing nghién cifu vé sy tudng téc clia atorvastatin véi cimetidin da dugc thyc hign va khong thdy c6 sy tuong tic cé y
nghia ndo vé mit 1am sang.

Statin ¢6 thé lam ting tAc dyng clia warfarin. Phi x4c dinh thdi gian prothrombin trudc khi bit d4u ding statin va theo
ddi thuding xuyén trong giai doan ddu diéu trj d€ béo ddm khong c6 thay d8i nhiéu vé thai gian prothrombin.

C4c thudc khdc: trong cac nghién ciu ldm sang, khi diing déng thdi atorvastatin véi cdc thudc ha 4p va liéu phdp thay
thé estrogen thi khong thay bdng chiing tuong tac thudc bt Igi cé y nghta trén 1am si ng.

SU DYNG THUGC CHO NGUDI LAI XE VA VAN HANH MAY MOC ) )

Khong &nh hudng I&n kha ndng I4i xe va von hanh mdy méc. _/_j\,wa/

TAC DUNG KHONG MONG MUGN

Atorvastatin n6i chung dugc dung nap t6t, tdc dung phy thuting nhe va thodng qua.

C6 thé xdy ra: Suy gidm nhan thic (nhu m4t tri nhé, Iii iin...), ting duding huy&t, ting HbA1c.

Thudng gdp: Tiéu héa: tiéu chdy, tdo bén, ddy hoi, khé tiéu, dau byng, budn ndn. Than kinh trung uong: dau ddu, chéng
mdt, nhin md, mét ngd, suy nhuge. Thén kinh - co va xuong: dau cd, dau khép. Gan: c4c két qud thir nghiém chic ning
gan tdng hon 3 Ian gi6i han trén clia binh thudng, nhung phén I6n 1A khong cé trigu ching va héi phuc khi ngling thudc.
It g&p: Thdn kinh - co va xudng: bénh co (k&t hyp y&u co va ting creatin phosphokinase huyét tuong).; Da: ban da: Hb

h&p: viém mii, viém xoang, viém hong, ho. - :

Hiém g&p: viém ca, tiéu co van, ddn d&n suy than c&p thir phdt do myoglobin niéu. %
Théng béo cho thdy thudc tac dung khdng mong mudn gp phai khi sif dung thud. 5 3
Hudng d&n cach xi tri ADR COPHAN\ @ \

ndo ¢ ndng d6 aminotransferase huy&t thanh cao phéi theo ddi xét nghiém chifc n&ng gan I4n thi hai dé x4c nhan két
qué va theo ddi diéu tri cho t6i khi cac bat thudng trg vé binh thubdng. N&u ndng do aminotransferase (transaminase)
huyét thanh AST hodc ALT (GOT hoic GPT) dai ddng I&n qu4 3 I4n gidi han trén clia binh thudng, thi phai ngitng diéu tri
bing statin.

Phai khuyén ngudi bénh diing statin bdo cdo ngay bat ky bi€u hign ndo nhu dau co khong 16 Iy do, nhay cim dau va yéu
cd, ddc bigt néu kém theo khé chiu hodc s6t. Phdi ngitng liéu phap statin néu néng do CPK ting rd rét, cao hon 10 14n
gidi han trén clia binh thudng va néuchdn dodn hodc nghi ngd 12 bénh cd.

QUA LIEU VA CACH XU TRI

Khéng cd thudc diéu trj dic hiéu khi ding atorvastatifi g
phap ning dd tdng trang. Do thudc gdn k&t ma
déng k& bing cdch thdm tdch mau.
HANDUNG 36 thing ké tir ngay sn xust. |~
BAO QUAN  Nai kho, mét (du6i 30 °C), trdnh .nh Sang. .
TIEU CHUAN TCCS. \o&
TRINHBAY Hop 3vix 10 vién.

Céc thay d6i ndng do enzym gan trong huy&t thanh thubing xAy ra & nhiing thang d4u diéu tri bing statin. Ngudsi bénh A HCO :
/! g':-*r

Tt .;\\?/ -

i sU dyng qud liu, difu tri triéu chiing va cac bién
ng, khdng hy vong tdng thanh thdi atorvastatin
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