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Thanh phiin t4 duge: :

Povldoln KPO natri croscarmeliose, calcl carbonat, tinh bt biin linh, cellulose vi tinh thé 101, magnesi stearat, polysorbat

80, ylon glycol 6000, Beps, tale, titan dioxyd.

DANG BAO CHE

Vidn nén bao phim.

MO TA SAN PHAM

Vidn nén trdn bao phim mau tréing, hal mat khum, mdt ma1 cé gach ngang, mdt mat tron

Luw y: Gach ngang c6 irdn vidn ding a6 bd chia d81 iy, o

CHI BINH

Atorvastatin duge chl djnh b8 trg cho ché d¢ an kidng trang dléu tr cho cac binh nhiin by tang cholesterol toan phéin

(C-todn phéin), cholesterol lipoprotein  trong thip (LDL-C), apol B (apo B) va (TG) va giip hm‘:ﬁna

cholesterol lipoprotein 1 trang cao (HDL-C) & cdc bénh nhan tang cholesterol mau nguy&n phal (tng cholesterol mau

©6 tinh gfa dinh df hop 1l va khdng cd tinh gia dinh), ting lpid mau phai hap (hn hop) (nhom Ila va lib theo phan logi

cla Frecrickson), thng triglycorid mau (nhém IV, theo phiin lool cia Fredrickson) va & cdc bnh nhn cb 8l loan

betalipoprotein mau (nhém 1l theo phain loal Fredrickson) ma khong c6 ddp ady ol vai chd ad an.

ung
Atorvastatin c0 c chl dinh d6 (& c- LDL- ©6 tinh
foi e “w,::a'r di im gidm C- todn phiin va LDL-C & cée bdnh nhiin cé ting cholesterol mau o6 1

Dy phong bién chung tim mach
D8 vai nhiing bdnh nhiin kndng cé bifu hign benh tim mach (CVD) b riing trén [am sang va nhOng bdnh nhan ¢ hojc
Khdng cé réi loan lipid mau nhung cé cac yu 18 nguy ¢o clia bonh tim mach vanh (CHD) nhu hut thubc, cao huyét dp,
44l thao dudng, HOL-C thiip, halic nhlng bénh nhan i sl gla dinh mac bdnh mach vanh glal dogn s6m, atorvastatin
dugc chl dinh a6
- GIdm nguy ca 1 vong do bnh mach vanh va nhél méu co tim (Mi)
- GIAm nguy co bt quy
- GIAm nguy cd cho qua lrinh 141 thdng mach va con dau th&t ngyo
D81 vé) nhilng bdnh nhin ¢6 bifu hign banh mach vinh (8 ring trén IAm sAng, atorvastatin duge chl dinh a8:
- GIAm nguy cd nhéi mau co tim (Mi)
~ Gidm nguy co adt quy
- Gldm nguy ca cho qud trinh tél hdng mach
- Glam nguy co phai nh@p vién do suy tim sung huyst (CHF)
- GIdm nguy co dau thit ngyc
O tré om (10-17 tué)
Atorvastatin dugc chi dinh hS irg cho ché dd &n kigng nhAm Iam gidm cholesterol toan phén, LDL- C va apo B 3 1rd em
trai vA ird em gdi dA cé kinh nguydt 11 10-17 tubl c6 tinh trang 1ang cholesterol mau co tinh gia dinh df hop til va sau khi
dléu tr) bing ché 40 &n kidng thich hgp bdnh nhan vein cdn nhing dac diSm dudi day:
= MU¢ LDL-C viin = 190 mg/dL holc
- Mdc LDL-C vin > 160 mg/dL v
+ C6 tién s gia dinh c6 bénh tim mach s6m hodc
+ Ca ft nhéit 2 y6u 16 nguy co tim mach khac.
LIEu DONG, CACH DUNG
Lidu ding
Téng quat
Trudo khi tifn hanh dibu tr) vai atorvastatin, cdn c& ging kiém soat linh trang ting cholesterol mau bAng ché do an hop
Iy, Wp thé dyc va gidm can & cdc bdnh nhan béo flhl. va dibu tr| cdc bdnh Iy co ban. Cdc bYnh nhan nén duy trl ché dé
4n tidu chudin gidm cholesterol chudin trong qué trinh diéu tri bAng atorvastatin
Libu dung nm trong khodng t 10 mg dén 80 mg mot l4n mdi ngdy. C6 thé s dung cde lidu atorvastatin vao bt ky thdl
glan ndo trong ngdy, c6 kém theo hay khong kém theo thiic n. Lidu dung khdi ddu va duy trl nén dugc cy thé hoa cho
ting b@nh nhin ty theo mdc LDL - C ban dfu, myc tidu diéu trj va ddp Ung ciia bdnh nhan, Sau khi khai dbu dibu I
vA/Molc trong qua trinh chudn lidu cUa alorvastatin, clin phain tich néng 49 lipid trong véng tl 2 d8n 4 tulin va theo dé
diéu chinh lidu cho phu hop.
Tiing cholesterol méu nguyén phit va tiing lipid mau phéi hgp (hén hgp)
Phén In cac bdnh nhan déu duge kiém soat voi [i6u 10 mg atorvastatin 1 in m8i ngay. Bap dng dibu trf xusit hign 1B
:;nu frang vong 2 tudn v ddp Ung t6i da thubng dat duge trong vang 4 tudn. Bép Ung nay dudce duy Irl trong qud trinh
dyng lau dai.
Tiing cholesterol mau cd tinh gla dinh ddng hop tu:
Hign chl e d liu gidl han.
Lifu dung cla atorvastatin trén b&nh nhan tling cholesterol mau cé tinh gia dinh ang hgp tir 1A 10 mg dén S0 mg/ngay.
Trén nhing bnh nhiin niy, nén ding atorvastatin nhu 1a mot thuSe phéi hgp vdi cac lipu phAp ha lipid méu khac (vi dy
nhy truy8n LDL) hodic s dung khi khang odn cac ligu phap khac.
Phéng b§nh tim mach
Trong thil nghigm chinh vé phdng b&nh tim mach, liéu dang 14 10 mg/ngay. C6 1hé tling lifu a6 dal ndng dd cholestorol
(LDL-) theo hudng din hign hanh.
Bénh nhi

Tang cholesterol méu
Vi$e sU dung thubic trén bdnh nhi chl nén duge thyc hién bdi cdc bac si cé kinh nghiém trong dibu tr] ting lipid mau &
bénh nhi va cln thudng xuyén danh gid kin trinh didu tr.

Vdi cdc bénh nhan bj ting cholesterol mau cé tinh chiit gia dinh d] hgp 1t 10 wéi trd 18n, iéu khdi ddu khuyén cdo cla
atorvastatin 14 10 mg mdi ngdy. C6 thé téng lidu hang ngay 16n d&n B0 mg theo mic dap dng vé kha nang dung nap
thubc.

Céin didu chinh idu dung trén tiing 85i tugng bénh nhan theo muc tidu didu trj khuyén cdo. Céc dgt didu chinh phai dugc
thuc hign theo ciic khodng thai gian U 4 tulin trd 18n. Vige difu chinh i§u dung d&n 80 mg mdi ngay dugc cin cu trén
d0 ligu nghidn cdu & ngudl I0n va dd figu IAm sang han ché WU c&o nghidn ciu trdn rd em bj ling cholestarcl mau cé
tinh gia dinh d] hop 0.

C6 Mt di? ipu vé an todn va hidu qud trén tré em bj ting cholesterol mAu cd tinh gia dinh dj hgp 1 I 6 d&n 10 tudi thu
duge tl cic nghidn cdu nhlin md. Atorvastatin khong duga chi dinh didu tri cho bdnh nhan dudi 10 bl

Céc dang bao ché/ham lugng khdc ob thé thich hgp hon cho nhém bénh nhan nay.

S0 dyng trén b§nh nhin suy gan

Nén than trong khi s dyng atorvastatin & cdc bnh nhan suy gan (xem phén Cdnh bdo va
Dufge ddng hoc). Chng chi dinh sl dyng thudc nay trdn nhiing bénh nhan cé bénh gan G&n i

in trong khi dong thudc,
n (xem phdn Chéng chi

).

Si¥ dyng trén bgnh nhin suy thin

Bnh thin khdng Iam dnh hudng dén ndng 4 alorvastatin trong huyét tuong hay muc d6 gidm LDL-C cda alorvastalin.

Do 86 khong cfin phl didu chinh li6u & cdc bdnh nhan ndy (xem phéin Cdnh bdo va thdn treng khi ding thuéc).

Su dyng trén ngudl cao tudl

Dic tinh vé an toan va higu qud clia thubc & nhing bdnh nhan trdn 70 téi sit dyng mic Liu khuyéin cdo 1A 1uong ty so

vél nhém 861 tugng téng quat (xem phin Dudc déng hoc).

Dung phdl hgp vdi cike thubc khic

@ bénh nhan ding cyclosporin hodc chit Uc ché protease HIV (lipranavir v ritonavir) hodic chéil dc oh§ prolease viem

an C (telaprevir), nén tranh diéu tr| bhng storvastatin.
bénh nhain bj HIV diing lopinavir k&t hgp val titonavir, ndn thin trong khi ké toa atorvastatin va sif dyng lidu cdn thist

thiip nhiit

o] I;nh nhdn ding clarithromycin, iraconazol, hoBc & bénh nhn b HIV ding k1 hop saquinavir v ritonavir, darunavir

vil ritonavir, p o P va ritonavir, diéu trj bAng atorvastatin nén gidi han & lidu 20 mg va nén
o6 dénh gid M shng thich hop d dAM bAO 8O dyng II6U atorvastatin cén thist thip nhAL . e

& bénh nhan dung chiit dc chd protease HIV 1A nelfinavir holic chilt Jo chd protease vidm gan C la bocepravir, didu
biing alorvastatin nén gidl han &1i6u 40 mg va nbn c6 danh gla Lam séng thich hop d6 dam bb.n sl dyng libu atorvastatin
cBin thi thiip nhilt (xem phin Cdnh bdo va thiln trong khi ding thudc; Tuang tdc, tuang ky cda thudc).

g:cl:‘d:g:n vibn INSUACT 20 vao bfi o loc nao trong nghy, vio bla &n hobic lic d6l. DEI Vol lidu 10 mg, c6 thé bé dol
vibn INSUAGT 20 theo vach khilc trén vien.

Bnh nhan clin c6 ché 44 &in kibng hop Iy inidc khi tién hanh diéu trj vl atorvastatin va nén duy trl ché a6 &n nay trong
suft qud trinh m‘;n:}a biing atorvastatin

::: :::: fm’, ngud! bénh chi clin ubng du k& 1I6p theo ding lich ubng thubic binh thudng. Khdng duge udng thom
néu ab quén.

CHONG CHI DINH

Chéng chl dinh atorvastatin & cac bénh nhan oé:

. Qué min cAm vai bt ed thinh phén nao cla thubc

- B@nh gan ti6n irién hay 1ing dai ding khdng gli thich dugc iransaminase huyé1 thanh vuot qué 3 I6n gidi han trén cba
mie binh thudng (ULN)

hodc & nhiing bénh nhan . :

- Cé thal, dang cho con bd, hay cé khd niing c6 thal ma khong s dyng cdc bign phip trinh thai ddy ai. Chl sl dyng
atorvastatin cho phy nl & 89 18l sinh s&n khi cac benh nhan do chic chin khong mang thal va sau khi d& duge thdng
bao vé cde rli ro cb thé cé a6l vl pndi thal

CANM BAO VA THAN TRONG KHI DUNG THUGC

Trude vi trong khi ding atorvastatin, nén o6 ging kiém sodt ting cholesterol mau biing ché db An thich hop. tap thé
dyo, glbm can & bdnh nhan béo phi va Ay 1] nhing bdnh cé thé 1h nguydn nhdn cda thng fipid.

Anh hudng 1rén gan

Cong nhy chc hulc hp lipid khic cong nhém, sau khi diéu tr| bAng atorvastatin, da c6 bao cdo vé truong hgp tang
transaminase huy#t thanh & moc a0 via phal (vugt qua 3 1&n gidl hun trén cda mac binh thuang (ULN]). Chic niing gan
ail duge theo ddi trong ca¢ nghién cdu Iam sang slf dung atorvastatin vdi cde liu 10 mg, 20 mg, 40 mg va 80 mq trude
ki cling nhy sau khi dua thubc ra th irudng 3

Tiing dal dhng transaminase huy81 thanh (vugt qud 3 Iin gidl han trén cla muc binh thudng [ULN] & 2 hay 3 1n do) xufit
i & 0,7% cdo bdnh nhin s dyng atorvastatin trong cde nghidn cdu |am sang ndy. T11¢ xufit hign cdc xé1 nghidm bat
thudng ndy Min lugt 1 0,2%; 0,2%; 0.6% vi 2,3% luang dng véi cde idu 10 mg, 20 mg, 40 mg vA 80 mg. Nhin cl:ahng cde
1rIng hop Wng enzym gan nity khong Bén quan 101 vilng da hay cdc dlu higu hodc tridu ching ldm sang khf- . f!“"ﬂl
§éu atorvastatin hay ngdi quiing hay ngung du irf bng atorvastatin th transaminase ird lal nhy muc ban ddu Irvdc khi

dibu tri. Phin In cdc binh nhan tp tyc duge Gidu tri bing atorvastatin val u gidm xulng ma khong 6 cac di ching
nio.
Ciin 1dm xé1 nghi¢m enzym gan trudc khi bt ddu diéu trj bling statin cOng nhy khi tinh trang lam sang co yéu cdu. Céc
bgnh nhan ¢d transaminase tng cén dugc theo doi cho dén khi sy bl thudng ndy dugc gidi quy§t. Néu ALT hay AST
ting cao hdn 3 &n gid| han trén clia mic binh thudng mdt cich dal dlng, céin gidm iéu hay ngiing sil dyng atorvastatin
Atorvastatin cé thé gAy tang transaminase (xem phdn Téc dyng khdng mong mudh).
Nén than trong khi st dyng atorvastatin & cac bdnh nhan ubng nhibu rugu ya/holc cé bén sif cha benh gan. Chng chl
djnh s dung atrvastatin cho cdc bénh nh&n cé bénh gan 11&n trén hay tang transaminase dai dding khong il thich
dugc (xem phin Chéng chi dinh)
Anh hung trén ca xuong
DA cé bdo cdo dau co & cac b&nh nhan s dyng atorvastatin (xem phén Tdc dung khdng mong mudn).
Cain nhilc theo dbi creatin kinase (CK) trong trudng hop:
« Trudc khi diu tri- Xé1 nghiém CK nén dugc tién hanh trong nhlng trudng hop: Suy gidm chdc niing thn, nhugc gidp,
1i6n U ban than hodc 1én si gia dinh mAc bnh co di truyén, tién s bj bénh ca do s dyng statin hodc fibrat ude dé,
1ién sl b&nh gan vamolc udng nhiéu rvgu, bénh nhan cao tudl (> 70 Wwéi) 06 nhing ybu 16 nguy cd bi bdu ca van, khi
niéing xily ra luang tAc thuSc va mdt s8 d6i tugng bdnh nhan dic bidt. Trong nhing tnidng hap ndy ndn can nhic igl
Ich/nguy €0 va theo ddi bénh nhan trén Iam sang khi diu tri bhng statin. N6u k&t qua xét nghiém CK > 5 ién gidi han
1rdn clia mde binh thudng, khdng nén bit du diéu tr bAng statin.
= Trong qud trinh diéu tr| bling atorvastatin, bénh nhan cAn thong bio khi cé céc bidu hign vé ca nhy dau cg, cling cd
yéu co... Khi ¢6 cde biéu nign nay, bnh nhin cdn lam xét nghigm CK dé8 cé cac bign phap can thidp phi hop.
+ Phéil ngung sif dyng atorvastatin n&u néng d4 CX 1ang cao holic néu chdn dodn holic nghi ngd banh cd. Néu dau co
ma khong tang hodic tang vila phdi CK huydt thanh (3-10 Idin gidi hgn cao cla binh thudng) phii gidm sét ngudl bénh
héng tuén cho 181 khi tridu ching 08, néu x&u di, phai ngung thusc.
Nguy cd xufit hidn bénh ca trong qué trinh diéu trf vai cac thuSc thudc nhém ndy s5 ting I8n khi ding déng thai vol
cyclosporin, din chét acid fibric, erythromycin, niacin, cdc thuSc khang ndm nhém azol, colchicin, telaprevir, bocepravic
ho@ic ph&i hop gida tipranavir/ritonavir.
Nhidu thuc trong 86 cac thubc trdn Je ch chuydn héa 13l CYP 3A4 vimolic qué trinh van chuyfn thuc. CYP 3A4 1a
isozym ddu tién cda gan dugc bist c6 tham gla chuy8n hoa sinh hoc atorvastatin. Céc bac si khi xem xét vide difu tri
phéi hop gida atorvastiatin va cdc din chét acld fibric, gemfibrozil, erytnromycin, cic thubc de ch midn dich, céc thudc
khang nEm nhém azol, hay sd dyng thudc ha lipid mau, nlacin i§u cao (> 1 g/ngdy), colchicin céin can nhic than trong
céc Igl ich va rdi ro c6 thé cé va cdn theo dbi chat ché cac bdnh nhin vé cc d&u hidu va tridu chung clia dau co, nhay
cAm dau hay y&u co, ddc bigt la trong nhiing thang dAu cla dgt didu trj va trong bt ky gial doan didu chinh Héu ting lén
ndo cla cd hai thubc. Do vy, cén phél cAn nhic lidu khai dfu va li6u duy trl thip han khi chl dinh d6ng thdi atorvastatin
vol céc thubc dé cép & trén
Khang ndn sit dyng dbng thdi atorvaslatin va acid fusidic, vi v@y khuyén céo ngiing tam thai atorvastatin trong khi dung
acid tusidic (xem phén Tuong tée. ky cla thudce). Trong céc tinh huSng nay, cd thé can nhdc vide xdc dinh dinh ky
crealin phosphokinase (CPK), nhung khong cé dam bao chiic chAn rhing vidc theo ddi nhu vy sé giup ngan ngia dugc
bénh co trfm lrong. Atorvastatin cé thé gy tang crealin phosphokinase (xem phiin Tdc dung khéng mong mudn).
Cing nhu cdc thube khae trong nhém ndy, di cé bao céo (r&t hiém) cdc trudng hop tiéu hlly cd van kém theo suy than
ofip th phat sau myoglobin nigu. Tién i suy than c6 thé 1d mdt y&u 16 nguy cd gAy tang téu hiy cd van. Céin kifm sodt
chdt ¢hd dnh huéng d&i vdi co xuang trén nhiing bénh nhan nay. C&n ngiing tam théi hoc ngiing hin viéc diéu tri bAng
atorvastalin & bt ky bénh nhan nao cé cac inh trang cip tinh, nghidm Irong ggi ¥ ring o6 bdnh cd hodc co ybu 18 i
ro d& dua aén suy than thl phat sau tidu hily ca van (vi dy: NhiSm khufin c&p tinh néng, gidm huyét dp. phliu thugt Idn,
chén ;huu‘ng. céc 16l loan vé chuyén hod, nd! tiét va didn idi nfing va céc con dong kinh khéng dudc Kidm soat)
N¢I tift
Tang HbA1c va dudng huyét lic déi d dugc bao cdo vdi cdc chit e chd HMG-CoA, bao gém atorvastatin
Statin gy dnh hudng aén 16ng hgp cholesterol va theo I thuyét cd thé lam gidm san xult sterokd & tuyén thugng than
Céc nghién ciu lam sang cho thdy atorvastatin khong dnh hudng dén néng dd cortisol nén trong co thé va du tril § tuydn
thugng thén. Téc dung cla atorvastatin lén kha ning sinh sin cda nam gidi chua dugc nghién cdu trén s& lugng bdnh
nhén thich hgp. Céc &nh hudng I8n tryc tuyén ybn:sinh dyc & n clng chua dugce danh gid. Than trong khi ding statin
aéng thai va| cde thubc gay gim hoat ddng 1t hormon sterold ndi sinh nhu k I, sp va
Dy phdng dit quy bdng cdch gibm manh néng df cholestero! (SPARCL: Stroke by in
Cholesterol Levels)
Trong cdc phén tich sau thyc nghiém lién quan dén ddt quy & ngudi bdnh khdng ¢ bénh mach vanh bj 4ot quy gidn day
ho§ic co thifu mau niio thodng qua, ngudi s dyng atorvastatin 80 mg ¢d 111§ dot quy xudt huyst cao hon, so vai gia duge
Nguy cd gla tang & nguai cd tién st ddt quy xulit huyél hodic nh6i mau I8 khuy6L. DS vai nguai bénh cb tiln sl Aot quy
xullt huyét holic nhéi mau I8 khuyst thi Igi ich va nguy cd cia vidc ding atorvastatin 80 mg vdn chua dugc danh gi4 chic
chin va nén can nhilc nguy cd gdy ddt quy xuit huy&t khi bAt ddu diéu tri.
Bénh phdi ma
Ba duge bao cao & mOt s§ stalin, dc bt ia khi st dyng kéo dai. Cdc trigu ching bao gém: Khé thd, ho khan va suy
glam sUc khde (mdt mdl, syt cdn va s61). N&u nghl ngd ngudi bgnh phat tridn bonh phéi md ké, nén ngiing thubc ngay.
Didu trf déng thoi voi céc thubc khac
Nguy cd tidu cg van thng 1én khi atorvastatin duge cho ding déng thal voi mot s& thulc cb thé 1am tang ndng 80
aforvastatin trong huyé1 fuong nhu chét Uc ché manh clia CYP3A4 hojic protein vAn chuyén (vi dy ciclosporin, telithromy-
ein, clari va chil Uc ché prolease
HIV bao gém ritonavir, lopinavir, atazanavir, indinavir, darunavir, v.v). Nguy ca mée banh vé co cling c6 thé tang 1én khi
dung déng thai gemfibrozil va céc dln xust acid fibric khac, boceprevir, erythramycin, miacin, ezetimib, telaprevir, hodc
k6t hgp tipranavir/ritonavir. Nfu cé thé, nén xem xét c4c lidu phdp knéc (khdng tuang Ldc) thay vi cac thuSc nay.
Trong cée trvdng hop céin cho dung déng théi cac thudc nay vai atorvastatin, nén can nhic than trong lgl ich va nguy oo
ova vige dibu 1rj d6ng thdi. Kni bgnh nhan dugc cho ding céc thuSc lam ting néng dé atorvastaln trong huyét tudng,
nén ding liéu atorvastatin t6i da thap hon. Ngoi ra, trong trudng hgp dung chét e ch§ CYP3A4 manh, nén cln nhic
diing li6u khdi déu atorvastatin th&p han va nén theo dbi lAm sang thich hgp cho cac bdnh nhain nay (xem phiin Tudng
tdc, Wong Ky cia thudc)
Khdng ding ddng tha! atorvastatin va| cdc ché phim totin thn cila acld fusidic holic trong véng 7 ngly sau khi ngung
didu tr| bAing acid fusidic. O banh nhan sl dung acid fusidic toan than, nén ngung diéu tr| biing statin trong suét thai gian
difu tr| bAng acid tusidic. D4 cd bao cdo bl tidu co van (bao gém md1 & truding hap 1 vong) & bénh nhan dugc cho ding
k6t hop acid fusidic va statin (xem phiin Tuoing téc, hiong ky cila thu6c). Khuyn bdnh nhan non tim kiém tu vén y 16 ngay
néu hq cd bét ky lriu ching nito nhu ySu co, deu hodc ting nhay cAm (dau khi tép xuc).
Bibu tr} bhng statin co thé dugc ti§p tyc bly ngay sau lléu acld fusidic cudi cing.
Trang c4c trudng hgp ngoal 18, ndu cAn dung acid fusidic 104n than kéo dal, vi dy nhu a8 didu 1| nhidm trang néing, chi
nén céin nhle dung déng thal atorvastatin va acid fusidic trn 1iing tning hgp ou thé va dudi sy gidm saty 16 chat ché
Bénh nhl
Khong quan sét thdy c6 &nh hudng 18m sang dang ké ndo 1&n sy tang tnudng vA taiing thanh gidi tinh trong mat nghidn
©otu 3 niim dya trén dénh gid sy trudng thanh va phét trién 16ng thé, ddnh gid theo gial doan ddy thi Tanner, vA do chidu
cao va clin niing (xem phfin Tac dyung khdng mong mubn).
SU DUNG THUGC CHO PHY N CG THAI VA CHO CON B0
Phy nd cé thal
Chéng chi dinh alorvastatin trong thi ky mang thal. Phu nil cé kha nang c6 thal nén st dyng cac bign phdp ngira thal
ady du. Chi sif dyng atorvastatin che phy 0 & d4 i sinh sAn néu cac bénh nhan ndy chic chin khéng cb thai v sau
khi d& duge thdng bio vé cdc riii ro cd th8 xdy ra d61 val phoi thal.
Phy ni cho con bd
Chéng chi dinh atorvastatin trong thdi glan cho con bi. Can ehua biit ligu thubc ndy cé duge bal 6t qua slia me hay
khéng. Do cé khd nling xufit hign céc thc dyng khdng mong mudn cho cdo dila tré dang trong thasi ky bl s0a me, ndn
céc bA me dang s dyng atorvastatin khong nén cho con bi.
ANH HUBNG CUA THUGC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Atorvastatin khong &nh huling dén kha nang |&i xe va viin hanh méy méc.
TUONG TAC, TUONG KY CUA THUGC
Tuong téc cla thubc

nh hudng el cdc thube khic dén atorvastatin
Atorvastatin dugc chuyén héa bdi cylochrom P450 3A4 v 1a mdt cd chélt ciia cde protein van chuyén. Viec ding déng
thél céc thude dc ché CYP 3A4 holic protein van chuyén c6 thé lam tang néng db atorvastatin va lam ting nguy cd bonh
©d. Nguy cd ciing 1ng khi ding atorvastatin d8ng thdl vdi cdc thubc khac cé khd nang giy bdnh ca nhu cAc dln chat
cla acld fibric va ezetimib.
Chift Uc chs CYP3A4
Cdc chét dc ch& manh CYP3A4 gdy tang ndng d atorvastatin td rét. Nén trdnh phéi hgp cde chat uc ché manh CYP3IA4

(nhu ciclogporin, talithromyein,

v cdc chat tic ché HIV protease nhu ritonavir, lopinavir, atazanavir, indinavir, darunavir,.). Trong truang hgp bl bude
dling k8t hgp nay thi nén xem xé1 liéu khdi ddu, lidu 181 da thich hgp va thao dbl ngusi biinh chat chd (xem Bing 1).
Cdc ohdt c ohé viza CYP3AM (ery d va 6 thé 1lAm tang néng a6 huys! twang
cla atorvastatin, Nguy ©d bynh co tang d& dugo quan sdt thdy khi sit dyng két hap erythromycin va statin. Nghién cdu
dénh gid tuong tdc cua amiodaron hay verapamil trén atorvastatin chua duge thyc hin. Amiodaron va verapamil déu
duga bi! la ife ch8 CYPIA4 vik vigc dung chung véi atorvastatin cé thé gay tang ndng do atorvastatin. Vi vdy. cfin xem
x61 dung lifu atorvastatin thap hon va nén theo dbl ngudl bdnh chal chd khi ding két hgp voi cac chilt de chd CYPIA4
NOn theo ddl 1am sang thich hap sau khi bAt d&u ding hodc sau mi [n didu chinh 18y cde chil de chd,

Chdt cdm ting CYP3A4

Dimng k&t hap atorvastatin vdi cdc cht cAm dng CYP3A4 (nhy efavirenz, rifampin, St. John's wort) c6 thé lam gldm néng
db atorvastatin trong huy81 tuang. Do oo ché twong tac kap cua rifampin (cdm dng PASO 3A v Uc ché protein vin chuyén
hdp thu & gan OATP1B1), nén dung chung alorvastatin va rifampin, vi khi dung atorvastatin mudn hon sau khi dung
rifampin d& déin déin glam rd rgt ndng A0 atorvastatin trong huydt tuong. Tuy nhidn, chua bigt dnh hudng cla rifampin én
néing d9 cla atorvastatin trong 16 bao gan va néu khong thé trdnh ding déng thai thi nén theo d6i chit ché dé dat duge
higu qud & bdnh nhan.

Chit de ohé protein van chuydn

Chiit e ché protain van chuyén (nhu clolosporin) ¢6 thé 1am tang néng do alorvastatin. Chua bidt rd anh hudng cda chét
U ché protein van chuyfn h&p thu & gan 16 néng 46 ca atorvastatin trong 16 bao gan. N&u phil dung chung, nén gldm
li6u va theo ddi ngudi bdnh c&n than (xem Bing 1).

Gemfibrozil’ ddn chdl acid fibric

Vige ding don dgc cdc librat c6 lién quan dén céc tac dyng khdng mong mudn trén co, bao gém tidu co van. Nguy co
18ng khi dung chung voi atorvastatin. N&u phal dung k&t hgp nay, nén dung idu atorvastatin thilp nhilt c6 hidu qud v
cén theo ddi ngudl bynh thich hop.

Ezetimib

Ezetimib cling gy nén cdc tac dyng khdng mong mudn trén co, bao gdm tidu ca van. Do d6, nguy o tae dung khdng
mong mudn trdn ¢d s8 18ng khi dung k&t hop ezetimib vd| atorvastatin. Nan theo ddi ngudl bdnh thich hap

Coles

Khi dll:'::'chung vdi colestipol, néng dd ciia atorvastatin va cdc chilt chuydn héa clia néd déu gidm xudng. Tuy nhidn, khi
ding k8l hgp nay, the dyng ha lipid huy8t tang 18n so val khi st dyng Wing thude dan dde

Acid fusidic

Nguy cd bénh cd bao gém iéu cd van cd thé 1ang 1&n khi dung chung acid fusidic vi statin. Cd chd cla huong tdc ndy
chua dugce lam rd, DA c6 bao cdo cac trudng hop tiu cd van (mot 88 LI vong) khi sd dyng két hap nay. Nén nging
atorvastatin trong sudt qua trinh difu trj voi acid fusidic

Colchicin




Mjc dd tuang tho thuSc gilla atorvastatin v colchicin chua dugc nghiém cilu nhung 8A ¢ bo cdo mdt s ca 1n thuong
ullnidﬂngk‘lhopn’y Do 46, céin thin trong khi chi dinh cho ngudi bénh ding k&t hgp ny

Béng 1: Anh huBng cla cdc thudc ding dbng thdi 1én dugc ddng hoc cla atorvastatin

|

Sinh dyc: NI héa tuy§n vu
Khdng ré tén sudt

C0 xuong khdp: Hoal 1l ca ty mién trung gian

Céc statin co thé gy mdt 85 tde dyng khdng mong mun sau

- A6i logn sinh dyc.

- Trdm cdm

« Vigm phéi k8, ddc bigt 1a khi dibu tr] lAu i

- Dél thdo udng: TAng dudng huyét, ting HbA e, Uin sullt phy thudc vilo sy cb hay khdng o6 cdc yéu 16 nguy ca (dusng
huyét d6i > 5,6 mmoll, BMI > 30 kg/m’, thng Iriglycerid, tién s ting huy#t &p)

- Suy gidm nh@n thic (nhu m&t trl nhd, 1 Hin..)

Xét nghigm

Ciing nhu véi céc chét dc ché HMG-CoA reductasa khéc, di c6 bdo cdo tang ndng dd transaminase trong huy#t thanh
& bénh nhiin duge cho ding atorvastatin. Cac thay ddi ndty thudng nhe, thodng qua va kh8ng cén gidn dogn diduy tri
Transaminase trong huyét thanh ting 8 rét vé 1am sdng (> 3 14n gIo| han trén binh thudng) & 0,8% benh nhan dung
atorvastatin. Tinh trang ndy cd lién quan dé&n Liéu va c6 thé héi phyo & 18t cd cde bénh nhan

Néng dp creatin kinase (CK) trong huy#! thanh ting han 3 I&n gidi han trén cda mdc binh thding & 2,5% bdnh nhan ding
. tuang by nhu cdc chiit Ue ch HMG-CoA reductase khdc trong th( nghiém iam sang. Cdc néng 86 cao han

10 1in khading trén binh thudng gip & 0.4% bnh nhan duge didu 1 bng alorvastatin (xem phiin Cdnh bdo vi thin trong
khi dung thudc).
nhi

Bénh

Céc bdnh nhi tI 10 dén 17 wai duge diéu trj bAng atorvastatin cé dic diém tdc dung khdng mong mubn nhin chung

ty nhu bénh nhan dung gid dugc, cac tAc dyng khdng mong musn thudng glip nhiit quan sat thily & c hai nham, bt ki

dugc d4nh gid do nguyén nhan nao, déu 1a nhidm tring. Khéng quan sat thily tdo ddng dang k& vé Iam sAng 18n sy tang
trudng v trudng thanh gidi tinh dude theo ddi trong MOt nghidn cdu 3 nAm dya 1rén danh gld sy trudng thanh va phat
trién 18ng thé, dénh gid theo giai doan day thi Tanner, va do chifiu cao vii cAn ndng. Dgo tinh an todn va khi nling dung
nap & bdnh nhi ciing tong ty nhy dic tinh an toan dé biét cla atorvastatin 8 ngudi 1n.

Cd sd d lidu vé an toan IAm sAng bao gém dT idu an todn cla 520 binh nhi duge cho ding atorvastalin, trong 86 7
bénh nhan < 6 tuéi, 121 banh nhain W 6 dén § WEI, vi 392 bhnh nhan I 10 dén 17 wéi. Theo da 1u o6 siin, thi thn sufit,
logl va m{c 83 nghidm trong clia cdc tdc dung khdng mang mubn & tré em 14 tuang ty nhu & ngual 1on

Huong ddn céch x irf ADR

Cdc thay dél néng d enzym gan trong huyét thanh thudng xdy ra & nhing thang ddu diéu tr| bAng statin, Ngudl bnh
ndo ¢ néng d9 transaminase huyét thanh cao phai theo doi xét nghiém chic ning gan n thu hal dé xde nhiin két qud
val theo d8| diéu trj cho 181 khi cdc bt thuang trd vé binh thudng. Néu ndng d9 transaminase huyd! thanh AST holic ALT
(GOT hodc GPT) dal dling 1n qué 3 Mn gidi han trén clda binh thudng, thi phi nging diéu trf bAng statin.

Phai khuy&n ngudi bénh ding statin bdo céo ngay bt ky bidu hign ndo nhu dau co khdng rd Iy do, nhay cAm dau va yéu

©d, ddc bigt néu kém theo khd chiu holic s8t. Phai ngung ligu phdp statin ndu nBng a0 CPK tng rd rd1, cao han 10 In

w-mnnnd.mm va niu chin doén holic nghi ngd 1A bénh co

Koy i ot

L] N © hlbu ndo khi dung alorvastatin qua lidu. Néu

phéip h8 trg chin thist. Cén 1am cac n:?unn ol mT:.ng Vi m-?a%‘:‘mmu':: ‘«‘:'&‘n?:ﬁf&.".‘.: l:r:'l "l‘i'}?n‘.'.‘&‘ﬁ.?f.'s:

;‘;‘:ﬂ:“‘“ 01 protein huy8t tuong, khéng hy vong 14 58 1im tang thanh thal atorvastatin dang ké bing cach thim

Trong trudng hop qua lifu, tich cyc theo ddi d6 cé bign phip xd irf kip thal

DUQC LYC HOC

Nhém dugge Iy: Thuc Jc ché HMG-CoA reductase (nhém statin)

Mil ATC: C10AA05

Atorvastatin [& mot chit g ché canh tranh va chon loc enzym khil HMG-CoA, mdt enzym quyét dinh vé mdc 6 trong

qua trinh t8ng hop cholesterol chuyén 66l HMG-CoA thanh mevalonat, mot tién chit cla cdc sterol, bao gém cd

cholesterol. O cdc bénh nhan c6 ting cholesterol mau co linh gia dinh ddng hap tJ va d| hop W, cAc thé 1ang cholesterol

mau khdng cé tinh gia dinh, v r&i logn lipid mau h8n hgp, atorvastatin 1am gidm C-todn phdn, LDL-C vd apo B.

Atorvastatin cOng lam gidm cholesterol lipoprotein t trong r&t thép (VLDL-C) va triglycerid, vA lAm tang nhe HDL-C.
1am gidm va huy&t tuang bAng cach uc ch enzym HMG-CoA reductase va qud trinh

[ Thubc Bugc cho ding déng thal =
vi phéc 66 by Libu (mg) nn Khuyén cdo lhm shng*
Tipranavir 500 mg BIO/Ritonavir 40 mg vio nghy 1, 10 94
200 mg BID, 8 ngby (ngdy 14 66n 21) | mg vao ngay 20 Twmmﬁmumwvﬂ
| Telaprevir 750 mg mdi B gid. 10 nghy | 20 mg, SO mnqa,.mmnwummgﬂ;c.mm“
Ciclosporin 8,2 mg/kg/ngdy, bu én | 10 mg OO trong 28 ngay nay.
Lopinavir 400 mg BID/Ritonavir 20 mg QD trong 4 ngdy 5.2 | Trong truing hop chin cha ding thoi vai
100 mg BID, 14 ngby am:”m.mgim“uaqmm
cc fibu atorvastatin qué 20 mg. nén heo 6ol
Clarithromycin 500 mg BID, § nghy IlomODl.mnuangly 45 1&m s&ng c4c b8nh nhin ndy
mur;.mwnmmm
(300 mg BID tif ngdy -7, tang ian
400 mg BID vho nghy 8), ngay 4-18, |40MOOOTONg 4ngly | 39
30 sau khi atorvastatin Trong trubing hop cln cho ding déng thdi vl
Darunavir 300 mg BID/Ritonavir 40 mg SD 3.4 |atorvastatin, ndn gidm lidu duy i1 cim atorvastating
100 mg BID, § nghy O cac by qué 40 mg. nén theo ddi
lirsconazol 200 mg OD, & ngay 10 mg 0D 4 3.3 _|14m sang céc banh nhén nay.
Fosamprenavir 700 mg BID/
Risonavr 100 mg BID, 14 nghy om0y tool |28
1400 mg BID, 14 nghy | 10 mg OO0 trong 4 ngdy | 2.3
Nelfingvir 1250 mg BID, 14 ngay 10 mg OD trong 28 ngdly | 1,74 | Khding cd Khuyiin céo oy thé,
Nisc budi chism, 240 mL 00" 40mg, SO 1,37 | Khang nn uBng mét lugng Kn nudc budi chom
clng atorvastatin.
Sau khi bilt ddu hodc sau khi didu chinh
Ditiazom 240 mg 0D, 28 ngdy 40 mg, SO 151 mnm.mmou':'mwmwmm
ndy md( chch thich hop.
Erythromycin 500 mg QID, 7 nghy 10mg, SD 1,33 | Nén gidm #bu 15/ da va theo doi lAm sang cac
bénh nhan nay.
| Amiodipin 10 mg. liéu don B0 mg, SD Khong c8 khuydin céo cu thé.-
|_Cimetidin 300 ;g QID, 2 tudn 10 mg OO trong 2 tun ‘mmmﬂmwﬂ
| Colestipol 10 g BID, 28 tulin [ 40 mg OO trong 28 tuln | 0.74" | Khding co khuy#in céo cy thé.
Ché pném U khng
hyd m:"" V.Mmfo' 10 mg OD trong 15 ngdy | 0.66 | Khong o6 khiyén cdo cv thé.
QID, 17 X
Efavirenz 500 mg 0D, 14 ngdy 10 mg wong 3 ngdy 0,55 | Khong cb Khuy#n cao cu thé.
Rifs 600 oD, 7
oz el bl L et e e,
a
n.wu_oln;\qén,sngw 40mgSD 020 mamm.
Gemiibrozi 600 mg BID, 7ngdy | 40mg SO 1,6 | oken W 5N Gl o ot e S o
Fanclirat 185 g 00, 7.paky g0 e waﬂ:ﬂmwwnmwmmm
Nén gidm libu khdi dAu va theo d0i ldm sang cac
bénh nhin nay. Lidu atorvastatin khang nén vugt
Boceprevir 800 mg TID, 7 ngay 40 mg SO 23 | qué 20 mg atorvastatin m&i ngay trong thisl gian
alng 6dng thei vei .

4 Biu thi 1 1§ gila cdc lidu trinh khac nhau (ding thuSc khic ddng thdi vdi atorvastatin so voi khi dung riéng
torvastatin)

at u

* Xem myc Cdnh bdo va thdn trong khi ding thulc va Tudng téc, hiong Ky clia thuc 38 bisl y nghia lam sang.

* Chia 16/ thiu mdt thanh phiin dc ché CYP3A4 va c6 thé IAm ting ndng 80 thudc trong huyét tudng duge chuyén hoa
bl CYP3A4. USng mdt cSc 240 mL nudc budi chim cling IAm gidm 20,4% AUC cla chit chuyén héa orthohydroxy 6
hoat tinh. Lugng I6n nudc budi chim (trén 1.2 L m&i ngay trong 5 ngay) lam tiing AUC cla alorvastatin 2.5 in va AUC
clia chét 0 ché HMG-CoA ¢ hoat tinh (; va chét chuyén hda) 1,3 1n.

** T1 1§ dugc tinh trén mdt miu duy nhit 6y vao i 8-16 gid sau khi ding

QD = mdt 1&n md| ngay; SD = bu don; BID = hai Ién mdi ngay; TID = ba in mBi ngay; QID = bSn Iéin m3i ngay.

Anh hudng cis atorvastatin kn céc thubc khic

Digoxin

Ding déng thdi atorvastatin va digoxin lam tiing néng 48 digoxin huyét tucng & trang thai 6n dinh géin 20%. Cén theo
dbi thich hgp nhiling bénh nhan dang ding digoxin.

Cdc thubc tranh thal dudng uing

Ding adng thai vdi thubc vién trinh thai dudng udng c6 chifa norethindron va ethiny! estradiol IAm tAng AUC cla
norethindron va clia ethinyl estradiol g§n 20%. Khi lya chon thuéc vién trénh thal cho phy n dang ding atorvastatin nén
can nhic 0én diéu nay.

Warlarin

Trong nghidn cdu ldm sang & ngudi bénh diing Béu phap warfarin 1By dal, vigc diing két hop atorvastatin 80 mg hang
ngdy vdi warfarin lam gidm PT time) khodng 1.7 gidy trong sufit 4 ngay ddu va trd vé binh thudng sau 15
ngiy Giéu tri vol atorvastatin. Miic du rit hiém c6 bao cdo v tuang tac thuSc vai thuSic ching dang, PT cling nén duge
kifm tra trudc khi ding alorvastatin & ngudi bnh dang ding thubc ching ddng va nén thudng xuyln theo ddi trong subt
glal doan Afu cia qué trinh diéu trj a6 GAm ble khdng c6 sy thay 881 In trong PT. Khi PT da &n dinh, ngudi bénh dung
thubic chéing d4ng dugc khuyén cdo theo dbi PT dinh ky. Néu thay d6i liéu hodc ngung atorvastatin, cin @p lai qud trinh
ndy. Alorvastatin duge bi§t khong 1i8n quan 0&n chdy méu hay thay 86i PT & ngudi khding ding thuSc chiing déng.
Biéng 2: Anh hudng cia atorvastatin Jn dugc dgng hoe cla cac thubic khic khi dung ddng hai

Thusc dugc ding déng thal
Atorvastatin vi phic a8 liéu T
ThucLibu (mg) | yyce Khuyén céo ldm skng
[ 80 mg 0D trong 10 gy gnﬂhﬂzmgm, 1.15 | Nén theo dbi thich hgp bdnh nhin ding digoxin.
40 mg OD trong 22 ngity Thubc tranh thai ding qua dudng | 1,28 | Khong c6 khuyén cdo cy thi.
uéing OD, 2 thang 119
- norethindron 1 mg
- ethiny) estradiol 35 pg
80 mg OD wong 15 ngay * Phenazon, 600 mg SO 1,03 | Khong cb khuyén cdo cy thé.
10 mg, SD Tipranavir 500 mg 1,08 | Khdng cb khuy8n céo cy thé.
200 mg BID, 7 ngay
10 mg, OD wong 4 nghy Fosamprenavir 14G0 mg BID, 0,73 | Khong b khuyén cdo cu thé.
14 ngay
!
10 mg OD 4 Fosamprenavir 700 mg
[ ™g OD trong 4 nghy ol o, k] 0 Khéng ¢4 khuyén céo cy thé.

16ng hap cholesterol & gan vA biing cach lam ting s8 lugng cAc thy thé LDL tal gan trén 16 bio b8 mat dé lam tang qud
trinh thu héi va chuyén héa LDL.
Alorvastatin lam giam qua trinh sén xufit LDL va s8 lugng céc tifu phan LDL. Atorvastatin lam tang manh va duy trl hoat
1inh cde thy thé LOL kém theo cdo thay d8i cd lgi vé chét lugng cla céc tifu phan LDL luu thdng. Atorvastatin 6 hidu
qud trong viéc gidm LDL & cAc bénh nhin o6 tang cholesterol mau cé tinh gia dinh déng hop tI, nhém d8i tigng thuang
khong dap Ung vdi cac thudc dibu trl ha lipid. .
Atorvastatin va mdt s& cht chuy&n héa cla né c6 hoat tinh dudc Iy & ngual. V| I 1ac dyng chl yéu cUa atorvastatin (4
& gan, ddy la noi chis yu t8ng hgp cholesterol v ddo thal LOL-C. Hidu qué gidm LDL-C tudng zunn chit ché vai liéu
thuc s dung hon 14 véi néng d8 thubc trong tudn hoan. Céin dya trén dap dng diéu trj d8 cy thé héa lidu ding thubic
cho tiing b&nh nhiin (xem phén Lidu dong, cdch ding).
DUOC BONG HOC
Hip thu
Atorvastatin dugc hip thu nhanh chong sau khi u8ng, néng dd thubc trong huyét tudng 161 da dat dugc trong vong 1-2
0. Mic d4 hifp thu vé néng 60 atorvastatin tang t ¢ vdi lidu lugng atorvastatin. Atorvastatin dang vién nén cé sinh kha
dyng 95-99% so vdl dang dung dich. Sinh kha dung tuydt d8i cda atorvastatin khoding 14% vii sinh khd dyng todn than
cia hoat d9ng dc ché enzym khit HMG-CoA khodng 30%. Sinh kha dyng toan than thip 14 do sy thanh thil & niém mac
dudng tidu hda vamolc chuyén hoa i&n diu & gan. Méc do thuc én lam gidm 18¢c 9 hifp thu khodng 25% khi duge danh
gi4 bdi ndng @ 15i da (C__) va khodng 9% khi dugc danh gid bl dign tich dudi dudng cong (AUC: Area Under Curve).
rhung sy gidm LDL-C thi khang d8i khi atorvastatin dugc uSng cing ldc vai thuc &n hay khéng. Néng db atorvastatin
huy8t hiong sau khi diing thuc budi chiéu 16i th&p han khi dung budl séng (khodng 30% d&i véi C__ va AUC). Tuy nhién,
higu q:i‘ gidm LDL-C thl nhu nhau bt k€ théi diém ding thusic trong ngay (xem Lidu ding, cdch ding).
Phén
Thé tich phan b& trung binh clia alorvastatin khodng 381 L. Trén 98% atorvastatin dugc ghn k&t vdi protein huyét tuong
ﬂméngelu huyét tuong x&p xI 0,25 cho thfy sy th&m thusc vao 16 bao hdng cdu thép
Chuyén héa
Atorvastatin dugc chuyén héa chi y8u thanh diin xufit hydroxy héa tal v| trf ortho vé para va cdc sin phdm oxyd héa tal
vi trf beta. in vitro, sy dc ché enzym khif HMG-CoA cla cdc chat chuyéin héa qua con dudng hydroxyl héa & vi tri ortho
vi para tuong duang vd| sy Uc ché ciia atorvastatin, Khodng 70% hoat ddng Uc ché trong huydl tudng clia enzym khil
HMG-CoA 1a do cdc ch&t chuyén hoa cd hoat tinh. In vitro, cac nghién cdu cho thdy 1m quan trong cla sy chuyén héa
atorvastalin bdi cytochrom P450 3A4 & gan, phu hgp vdi ndng do atorvastatin trong huyét tudng tiing Ién & ngudi sau khi
dung déng thoi vai erythromycin, mot chét dc ché da dugc bist dén cla isozym ndy (xem Cdnh bdo va thin trong khi
diing thudc: Tuong tdc, tudng ky cla thubic). O ddng vt chdt chuyén héa ortho-hydroxy s8 trai qua thém qua trinh
glucuronid héa.
Thal tris
Atorvastatin va cdc chit chuyén héa clia né duge thdl trir chil y§u qua mit sau qué trinh chuy8n hoa lai gan vivholic
ngodi gan. Tuy nhién, thuc khéng di qua chu trinh gan rudL.
Thoi glan ban thai trong huyét tuang trung binh cla atorvastatin & ngudi khodng 14 gid, nhung thdi gian ban thai cha hoat
tinh Uc ché 661 val enzym khit HMG-CoA 14 20-30 gid do ¢b sy dong gop cla cdc chit chuyén hoa cd hoat tinh. Dudi
2% lugng atorvastatin uSng vio dudc m thiy trong nudc tiéu
Nhiing nhdm bfnb nhdn dic bigt

- Néng 40 atorvastatin lrong huy81 tuang & nhiing ngudi cao i, khde manh (z 65 tudl) cao han so vai
ngudl tré (khodng 40% d8i vai C_, va 30% d6i vai AUC). Higu qué diéu tri c6 thé so sénh vdi hidu qua & nhiing bénh
nhén tré han duge ding vdi cing md!t liéu atorvastatin,
Ttd em: Trong mdt aghién cdu 8 tuén, nhan mé, banh nhi (éi 6 - 17) & gial doan Tanner 1 (N = T5) va gial doan Tanner
> 2 (N = 24) c6 12ng cholesterol méu c tinh gia dinh dj hgp 10 v LOL-C ban d8u > 4 mmolL duge difu trj véi vidn nhal
5 hodc 10 mg hodc vién nén bao phim 10 hadc 20 mg atorvastatin mot I4n m&i ngdy. tuang Ung. Khéi lugng cd thé 1a
bifin duy nhét thay d8i trong md hinh dugc adng hoo trén qudn thé atorvastatin. DY thanh thai qua dudng ung cla
& bénh nhi 12 luong ty vai ngudi Idn khi quy d8i theo méi twong quan vé kndi luong co thé, Mlc gidm pha hgp

* Bibu thi 1l 16 gia cdc Iu trinh khic nhau (ding thubc khdc déng thdl vdi aforvastatin so vdi khi ding riéng
storvastatin)

* Cho diing aéng thdi nhifu liéu sorvastatin v phenazon cho thily dnh hudng khdng ddng ké hodic khong cé &nh hubng
o6 th nhan iy ién 80 thanh thdi cia phenazon.

0D = m¢1 1in mB| ngy, SD = ibu dan; BID = hal i&n mbi ngay.

Bnh nhi

Céc nghién cly tuong tc thuSc chi mai dugc thyc hin trén nguoi I9n. Chua rd midc db tudng téc & bénh nhi. Céc tuong
téc duge 66 cap & rén cho ngudi 18n v céc cAnh bdo trong phén Clinh bdo va than trong khi dung thude cin dugc xem

Tuong ky cis thuc 3

Do khéng c6 céc nghiln ciiu vé tinh tuong ky cla thube, khéng trdn 1&n thubc nay vai cdc thuc khac.
TAC DUNG KHONG MONG MUSH cUA THUSC (ADR)
Thutng gep. 1710 > ADR 1/100

Nnidm trong: Viem mol hong,

Mibn dich: Phiin 0ng di Ung

Chuyén héa va dinh dudng: Ting dudng huyst

Thén kinh: Nhic déu

H& hip: Bau hong - thanh quéin, chily méu cam.

Ca xuidng khép: Dau co, dau kndp, dau & chi, co thii co, sung khdp, dau lung.

Xét nghibm: Xé1 nghibm gan bél thudng, ting creatin Kinase mau.

Tiu héa: Tho bon, ddy hoi, khd ey, bubn nbn, tidu chily.

I gap, 1/100 > ADR 2 1/1000

Chuybn néa va dinh dudng: Ha dudng huyt, ting cln, chén &n

Thm thén: Mt ngl, gip 4c ming

Thén kinh: Choéing vang, di cAm, mét trl nhd, gidm cam gidc, loan vi gidc.

Tibu hoa: Non, dau bung, ¢ hai, viém fyy.

Gan mgt: Viém gan,

Da: May day, phél ban, ngUa, rung 6o,

Co xuong khdp: Dau of, mbi ca.

Khéc: Mé1 mbi, suy nhugce, dau ngyc, phi ngoai bibn, s61

X6t nghidm: Xufit hidn bach cdu trong nudc téu

ML Nnin mé

Tak Ui

Hiém gdp, 1/1000 > ADR = 1/10000

My va hé bach huySt: Gidm séu cu

Thén kinh: Bénh Iy thdn Kinh ngosi bién

Mt RSi loan thi giac

Gan mit: ( mt.

Da: Phi thén kinh - mach, viém da béng nudc bao gém héng ban da dang, hdl chung Stevens-Johnson, hdl ching hoal
1 da nhibm dbe.

Cd xuang khdp: Bénh co, viém co, 18U o0 van, bnh gan, ddi khi nghiém trong hon ¢ thé dut gan

RSt ém gap, ADR < 1/10000 '

Mido dich: S6¢ phin v§.

vai LOL-C va TC duge quan sat thiy trong khodng néng dd phai nhidm cda va o-hy trong
nghién cdu

Gidi tinh: Néng a0 atorvastatin trong huy&t tuang & phu nQ khdc véi & nam gidl (cao hon khoding 20% 461 vol C__ va thip
han khoding 10% d81 vai AUC). Tuy nhién, khdng cé su khéc bigl 8 8t rén I&m sang vé hidu qua diu tr| tron lipid mau
gida nam va nt

Suy than: Bénh ly than khdng Anh hudng 16n ndng 46 thubc trong huy#t tudng hay higu qua didu irj clia atorvastatin. Vi
vay, khong cin thiét diéu chinh liéu lugng & bénh nhan suy than (xem Liéu dung, cdch ding).

Thém tach méu: MAc di céc nghién cdu chua duge thyo hién & b&nh nhan suy than giai doan cusi nhung thém tdch méu
khéing c6 hy vong la s& 1am ting ddng ké d thanh thai clia atorvastatin do thuc dugc gin két manh véi protein huy8t
t

uong
Suy gan: Nng db atorvastatin trong huy#t tuong ting déng k& & bénh nhin cé bénh gan man tinh do nigu, khodng 16

wal 1 uc Ghding chl dink).
2 ! n ac"ﬁm lle(m IMQ-CoA’ reductase dugc van chuy@n vao gan nno profein van chuydn
OATP1B1. O ngudi bénh cé gen da hinh SLCO1B1 6 nguy co ting néng dé atorvastatin, ¢6 thé dln d6n ting nguy co

tidu cd van. Da hinh gen ma héa OATP181 (SLCO1B1 c. 5210C) ¢6 lién quan dén vidc lang AUC gdp 2,4 1n so véi
ngudi khdng cé kifu gen nay (c. 521TT). Gidm h&p thu 3 gan do di truyén ciing c6 thé xdy ra & nhing ngudl bdnh niy
Hdu qué gay ra chua duyc bist rs.
Qauy CACH PONG GO1
HOp 3 vix 10 vidn.
DIEU KIEN BAO QUAN
Not khﬁ., nhigt 49 khdng qud 30°C. Tranh dnh sdng.
HAN DUNG
36 thang ké t ngay sdn xudl.
TIEU CHUAN CHAT LUONG.
e it e
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