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Vién nén bao phim atorvastatin 1020 mp

Cic ditu higu lua ¥ vii Khuyén cio:
Eere &3 hiecing ein siF ayimg frindee ki dffmg.
D xa tdm tay (ré em,

Thing bio ngeay che bée s hoge diege 5if nhitng ide dyng Hidng mong nmdi gdp plei ki sir
| clperigr dhincre.,

Thude niy chi dimg thee :‘l’m .lw.:fr.

1. Thanh phiin cing thie thube

Mdi vien nén bao phim chita:

Thanh phiin hoat ehit:

Atormac 10: Atorvastatin calel USP twrong duong wii storvastatin 10 mg

Atormae 20 Atorvastalin cabei USP twong duong vii atorvastatin 20 mg

Thanh phin 6 duwge: Monocrystalline cellulose, lactose monohydral, ealei carbanal,
crosscarmellose natrl, hydroxy propyl cellulose, polysorbate 80, magnesi stearate, instacoat
universal white AQ5SG11223

Thinh phiin instacoat universal white AQSG11223; HPMC 2010/ hyprometlose (6 cPs),
pelyethylene glycol 8000, tale, titanium dioxide,

2. Dang bio ché

Dang béa ehé: Vign nén bao phim,

M it dac didm thude:

Atormac 10: Vién nén bao phim tring @én tring ngh, hinh & van, hai mat 18, mot mét khic
“M35", mt mit nhiin.

Atormac 20: Vién nén bao phim m‘.ng dén triing npd, hinh & van, hai mit 15, mot mit km;
“M36", mit mat nhin

3. Chidjnh

Atorvastatin duge chi dinh b trg cho ché d§ &n Kifng trong didu i cho cie bénh nhin bi tang
cholesterol todn phin  (C-todn phiin), cholesterol lipoprotein i trong thip (LDL-C),
apolipoprotein B {(apo B) vi triglyceride (TG) vi gitip lam ting cholesicrol lipoprotein o rgng
cao o cdc binh nhin ting cholesterol min nguyén phit (Hing cholesterol méu b tinh gia dinh dj
hgp 4 vit khdng cb tinh gia dinh), ting lipid médn phdi hop (hin hop) (nhom a vi b theo phin
logi cda Fredricksen), Wng triglycerld méu (nham IV, theo phiin logi ciia Fredricksorn) vit o ciic
bénh nhin cb rdi logn betalipoprotein mau (nham 11 theo phin lopi Fredrickson) mi khing cd
dip (g day di vai ché 4§ &in,

Atorvastatin cling dirge chi dinh d& lim gidm C- todn phin vi LDL-C & céc b@ah nhin cb ting
cholesteral mau o tinh gia dinh déng hep o,

Dye phidsng bidn ehirug tim mgeh

Bdi voi nhitng bénh nhin khdng co bidu hign tim mach (CVD) rd ring trén 13m sing, vi nhiing
bénh nhin ¢& hoje khdng cé rbi loan lipid mau, nhimg cé cic yéu 1 nguy co cia bénh tim mach
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vanh (CHIY) nhw hit thude, cao huyét dp, dii thio duong, HDL-C thap, hodic nhitng bénh nhin
tién sir gia dinh miic bénh mach vanh giai dogn som, atorvastatin duge chi dinh dé:
- Gidm nguy oo i vong do bénh mach vinh vi nhi mdu co tim (M1)

Gidim nguy co 46t quy
- Gisim nguy co cho qué trinh (i thong mach vi com dau thil nge
Déi v nhitng béah nhin c& biéu hién bénh mach vinh rd ring trén lm sling, atorvastatin dugc
chi dinh Aé:
= Gidm nguy co nhdi min eor tim
- Giam nguy co dijt quy
- Giidm nguy oo cho qua trinh i thing mach
- Giam nguy co phai nhip vién do suy tim sung huyét (CHF)
- Gidm npuy co dau that npue
O tré em (10-17 tuiii)
Atorvastatin duoe chi dinh b trg cho ché d &n kiéng phim lim gidgm cholesterol todn phin,
LI~ €, vit apo B & tré em trai v tré em gdi df cd kinh nguyét tir 10-17 twdi o tinh trgng ting
chulesterol médu b tinh gia dinh di hgp 0 vi sau khi diéu i bing ché d dn kiéng thich hop
bénh nhin vin con nhiing dic didm dudi diy:
= Mirc LDL-C viln = 190mg/dL hojc
- Mire LDL-C viin = 160mg/dl va

o Ch tidn sir gia dinh o6 bénh tim mach sém hofc

e COitnhit 2 ;lﬁ!u th nguy oo tim mach khvdc
4. Lién dimg — Ciich dimg
Thug quit:
Trudc khi tién hanh diéu trj véi atorvastatin, cdn b gliing ki€m sodt tinh trang ting cholesterol
méu biing ché dé fin hop 13, tip theé dyc vd gidm cin & céc bénh nhin béo phi, vi diéu trj céc
bénh |y co ban. Cée bénh nhin nén duy tri ché 43 fin tiéu chufin gism cholesterol trong qud trinh
dittu trj biing atorvastatin. Ligu ding ndm trong khodng tir 10 mg dén 80 mg mdt 1in mbi ngdy.
Ci thé sir dyng cde litn atorvastatin vio bit ki thivi gian ndo trong ngiy, o6 kém theo hay khing
kiém theo thire &n. Lidu ding khéd diu vi duy tr nén duge cu thé hia cho timg bénh nhiin Wy
theo mite LDL — C ban déiiu, mye tiéu didu trj, va ddp fmg cia bénh nhin. Sau khi khéi diu didu
trj vivhodic trong quid trinh chudin lidu cia storvastating cin phin tich ndog 4§ lipid wong vong tir
2 dén 4 tudn v theo d6 didu chinh iy cho phi hop.,
Thng cholesterol mau nguyén phal vi tang lipid mho ||quni hyp {hin hop)s
Phiin Iém cic bénh nhin déu dge kiém sodt véi lifu 10 mg atorvastatin | lan mdi ngiy. Dép (mg
didu trj xudt hifn b ring trong vong 2 tuln, vi ddp (o 16i da thdug dpt duge trong vong 4
twén. Brip (mg ndy duge day (i trong qui trinh s dung Ho dbi.
TaAng cholesteral msdw ob finh gia dinh dﬁ:g Ingrpy i
Hién chi c6 dit ligu gidi han (xem phin Ddc tinh duwge hee hoe)
Liéu diing cia atorvastatin trén béah nhéin ting cholesteral mdn 6 tinh gia dinh déng hop b 18

10 mg dén B0 mg/ngdy. Trén nhitng bénh nhin ndy, nén ding atorvastatin phii hop véi cdc lign
phap ha lipid mdu khéc (vi dy nhw truyén LDL) hojc sir dung khi khing cé cic ligu phap khic.

Phing b{ah tim mych:
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In:mg thir nghiém chinh vé phong béah tim mach, lidu dong 1 10 mgingiy. Co the ting lidy dé
it n-Emg a0 cholesterol (LIDL-) theo hudmg din hign hinh.

HWénh nhi:

T chedestevnd mau

Vi sir dung thubc trén bénh nhi chi nén dwge thye hién boi cic bic s7 e kinh nghiém trong
didu trj ting lipid méu & bénh nhi vi cdn thtmg xuyén ddnh gid tién trinh didu tr.

Vi ehic bénh nhiin ting cholesteral mdu o tinh chiit gia dinh di hop tr tir 10 tudi tré 180, ligy
khai diu khuyén céio cia atorvastatin 13 10 mg mi ngay (xem phin Dic tinh dwye lye hoe). C6
thé ting liéu hing ngdy lén dén 80 mg theo mire dip dng vi ki ning dung nap thubc

Cén didu chinh litu dimg trén tmg dbi tugng bEnh nhén theo mpe tiéu difu ] khuyén céo, Cic
dot didu chinh phai duge thire hign theo ede khodng thisi gian tr 4 tedin i (@0, Vige diéu ehinh
lidu dimg dén 80 mg mdi nghy duge cin of trén diF o nghién ol tén tné em b ting
cholesterol miu cé tinh gia dinh di hop ti (xem phin Tie dung khiing mong mudn vi Biic tinh
dwpre lire lipe).

Ca I dir iéu vé an todn va hidu gud trén tré em bi ting cholesterol miu od tinh gia dinh di hop i
tir 6 dén 10 tudi thu dige Hir cde nghién ciu nhin md. Atorvastatin khing duge chi djnh difu trj
cho bénh nhin dwdi 10 wdi. DE ligu hidn cd duge md 13 rong p!ﬁn Tac dung khimg mong
mllvl.'ln, Biic tinh dwge e hoe vi Bic tinh dwge ding hge nhung khing o I-'.hu'y'én cho v litu
ding.

Cic dang bao chéhdm hrgng khac cb thé thich hop bon cho nhém bEnh nhin ndy.

Sir dung trén binh nhiin suy gan:

Nén thin trong khi sir dyng thube & céc bénh nhin suy gan (xem phan Cénh bdo va thin trong
lkhi ditng thude v phin Che dfc tinh dwye ddng hoe: Cie nhim d8i tugmg dic bigt). Ching
chi dinh sir dung thude trén nhitng bénh nhitn c6 bénh gan tién tridn (xem phiin Chdng chi ajoh).
Sir dyng trén bénh nhin suy thjn:

Bénh thin khng lm dnh edng dén ndng d6 atorvastatin trong huydt tweng hay mire di gidin
LDL-C ciia atorvastatin, Do dé khéng cén phai diéu chinh liéu & cdc bénh nhin nay. (xem phin
Cinh bdo vi thin trgug khi dimg tlluﬂm}.

Sir dyng trén npudi cao tubi:

Bic tinh v an todn v hidu qui cia thude & nhimg bénh nhiin tén 70 mﬁl sit dung mirc liéu
khu}fén cio i trong tr so vdi nhim A turgng lﬂng gual. (Xem phin e tinh dwgye dfing hoe:
Chic nhém 46 trgng Aie big),

Dimg phili hyp v cde thude khde:

O bénh nhiin ding cyclosporin hofic chit e ché protease HIV (tipranavir vi ritonavir) hojic chdit
tic ché protease vidgm gan C (telaprevir), nén tranh didu trj biing atorvastatin,

8] bénh nhidn bj IV ding lopinavir ke hgp wii ritonavir, nén thiin trong khi k& toa atorvastatin
wit sir dyng lidu cin thide thip nhéc

3 bénh nhdn ding clarithromyein, itraconazol, hofie & bénh nhin bj HIV ding két hop saquinavir
vi ritonavir, darunavir vi ritonavir, fosamprenavir, hofie fosamprenavir v ritonavir, didu 1
biing atorvasiatin nén gidi han & lidu 20 mg, va nén cd ddnh gid lim sing thich hyp d& dam bio
sir dyng lidu atorvastatin cin thié thip nhit

(8] bénh nhén ding chiit fie ché pratease HIY la nelfinavir hodic chiit e ché prolease viém pan C
la hoceprevir, difu tri biing atorvastatin nén gioi han & lidn a0 mg vi nén cb dénh gid ldm sang
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thich hop dé dim bio st dung lico atorvastatin cin thiét thap nhit (xem phin Cinh bdo v thin
trpag khi ding thudie vl phﬁu Tworng e, twong ky cia th uﬁ{:}.

5. Chdng chi dinh

L‘I:Emg chi dinh atorvastatin & ciic bEnh nhdn cb: Qud miin cdm vii bt e thinh ullﬁn o etia
thudie, bénh pan tién trién hay ting dai ding khing gidi thich duge transsminase huyét thank
vargl qua 3 liin gidi han trén cin mitc binh thuomg (LULN)

Hodle & nhimg bénh nhin: C thai, dang cho con bi, hay ¢b kha ndng ¢ thai md khdng si dyng
cdic bign phép tranh thai dﬂ.}f did. Chi sir dyung atorvastatin cho phy nir & dd tudi sinh sdn khi cdc
bénh nhin dé chic chin khing mang thai va sau khi d3 duge théng bdo vé ciic nii ro cd thé oo
ddi vai phii thai

. Canh biao vi thiin trong khi dimg thuie

Anh hwdng trén gan;

Ciing nhir cde thude ha lipid khéc cling nhém, sau khi diga trj hing atorvastatin d3 ob bio cio v
trieim hop thng transaminase huyét thanh & mire d6 vira phai (virgt qud 3 180 gidi han trén cia
mire binh thudmg [ULN]). Chidc niing gan 88 duge theo dii trong cic nghién ciu Bim séng si
dung atorvastatin véi cic lign 10mg, 20mg, 40myg vi Blmg trude khi efing nher sou khi dua thude
ra thi tnrimg,

Ting dai ding transaminase huyét thanh (vigt qua 3 Fin gidi han trén cia mic binh thuémg
[ULN] ¢ 2 hay 3 lan do) xudt hign & 0,7% céc bénh nhin sir dung atorvastatin trong cdc nghién
i |ém sing ndy. TV 18 xudt hién cée xét nghiém bt thadmg ndy Hn hegt 13 0,256 0,2%; 0,6%
vi 2,3% twong Ung voi cdc lidu 10mg, 20mg, 40mg vi 80mg. Nhin chung cdc tnudmg hop ting
men gan ndy khéng lién quan (i vang da hay cic diu hidu hua: triéu chitng l&m sang khdic. Khi
gigm lifu atorvastatin hay ngfit quing hay ngimg diéu trj bing atorvastatin thi transaminase (rd
lai nhir mire ban ddu mrde khi didu . Phin lon céc bénh nhin tiép e dige difu ] bing
storvastalin voi ligu gidm xuong ma khing cd cic di chimg néio.

Khuyén cfo lm xét nghidm enzym gan trude khi bat diu didn trj bing statin va trong trrdvg hop
chi dinh lim sdng véu clu xét nghidm sau do. Céc bénh nhiin ¢d transaminase ting cén dirge theo
doi cho dén khi sy bit thémg nay duge gidgi quyét. Néu ALT hay AST ting cao hon 3 Hn pidi
hign trén cia mie blnh thudng mit cich dai diing, clin giam lidu hay ngimg sir dyng atorvastatin,
Atorvastatin cd thé giy ting transantinase (xem phin Tde dung khéng mong mudn).

Mén thiin trphg khi s dyng aforvastatin & cde bénh nhin u&nL nhitu nrgu vivhodic cb Iién siF
bgnh gan. Ching chi dinh sir dyung atorvastatin cho bénh nhin cd bénh gan tién tricn hay ting
transaminase dai ding khing giai thich duwge (xem phin Chiing chi dinh).

Auh hwdmg trén eof xwromp:

B o bdo cdo dan eo & cie bénh nhiin sit dyng atorvastatin (xem phiin Tdic dyng lhing mong
mu&:l}.

Céin nhde thee di creatin kinase (CK) trong tridmg hop:

4+ Trudre khi dittu tri, xét nghigm CK nén durge tién hinh trong nhitng tiuémg hop: Suy gidm chirc
nfing thin, nhige gidp, tién st ban thin holic tién sir gia dinh méc bénh co di truyén, tién sir bj
bénh cor do s dyng statin hofic fibrat tnnfe do, tin sir bénh gan vilodc uu‘ing nilvidn g, bénk
hiin cao tudi (> 70 wdi) ct nhiing yéu tb nguy co bi tity co vin, kha ning xiy m hrong tic
thude vi mit s6 déi tuwomg bénh nhén d8c bidt. Trong llh{hlg tnrdmg hop ndy nén cin nhiic lgi
fch/nguy co vi theo dii bénh nhéin trén 18m sang khi diéu tr biing statin. Nén két qua xét nghiém
CK = 5 lin gidd hon trén eda mire binh thidng, khing nén bit diu didu 1 biing statin.
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+ Trong qui trinh diéu 1 bang statin, bénh nhin ciin théng béo khi co cdc bifu hién vt co nhy
dau e, cimg oo, véu co ... Khi o cie bitu hién nay, bénh nhin cdn lm xél nghiém CK dé eb
cic bign phap can thigp phi hgp.

Bénh co, dirge xde dinh 14 dau co hay yéu co cd kém theo ting creatin phosphokinase (CPK) =
10 1an giti han trén cia mire binh thdmg (ULNY, cin duge xem xét & bt ki béah nhin ndo cb
dau co lan (04, nhay cim dan hay yéu co vivhojic ting déng ké CPE. Ciin khuyén bénh nhin bao
cAo ngay i g bj dau, nhay cdm dau, }'éu cof khing gidi thich dwge, dic biét la oo kém theo mél
mai hay 501, Mén ngimg didu 1 vai atorvastatin néu xudt hién CPK éing ddng ké holic ndu cd
chin dodn hay nghi ngir ed binh co. Nguy co xudt hign binh o trong qud trinh difu 1] véi ede
thude thude nhdm iy s& ing l&n khi ding dbng théi vai cyclosporin, din chiit agid fibric,
erythomycein, niacin, efe thuide khing nitm nhém azol, colchicin, lelaprevir, boceprevir hodic p]:lﬁ-:
hop gitta tipranavicfritonavir, Nhidn thude trong sb che thube tén e ché chuyén hoa tai
cytochrome PA50 3A4 viihofic qud tinh vin chuyén thude. CYP 3A4 L isozym diu tiégn ctia gan
durgre biét cé tham gia chuyén héa sinh hoe atorvastatin, Cie bdc 57 khi xem xét vige didu 1 phii
hop gifta atorvastatin va cic din chilt acid fibric, pemfibrozil, erythromyein, cic thude e ché
mién dich, cic thubc khing nfm nhom azol, hay sit dung thude ho lipid miu niacin lidn cao
(=1gMmgiy), colchicin cdin ciin nhic thin trong cic lgi ich va nii ro cd the cd vé chin theo dBi chilt
ché cdc bénh nhin vé cic diu hiéu va tridu chimg cba dau co, nhay cam dan hay véu co, diic big
ki trong nhimg thang diu cia dot diéu tej vi trong bit ky giai dogn didu chinh liéu ting 1&n nho
ciia hai thube. Do vily, clin phii ciin nhiic lidu khéi diu va lidu duy trl thip hon khi chi dinh déng
thiri atorvastatin voi cde thude d& cip & trén. Khong nén siv dyng dong thivi atorvastatin va acid
fusidic, vi viiy khuyén cdo ngimg tam thiri atorvastatin trong khi ding acid fusidic (xem phin
Twong tie, twong ky ciia thutc). Trong cée tinh hudng niy, cé thé cin nhiic viée xic dinh djnh
k¥ creatin phosphokinase (CPK), ninmg khdng c6 dim béo chilc ehin ring vige theo dai nlur viy
s& gitip nglin ngia duge binh co tehn trong. Atorvastatin c6 thé gdy Wing creatin phosphokinase
(xem philn The dung khing mong mu-fm]-

Ciing nhir ciic thudc khic trong nhém ndy, di cb bio cho (rfit hidm) cde tnrdmg hop tién hity eo
vin kém theo suy thin nﬂp thir phit sauw myoglobin niéu. Tién sir suy thin cé thé 13 mit yéu 16
nguy co piiy tng tigu hiy co viin, Cin kiém sodt chit chg anh hrdmg ddi vdi co xwong rén
nhitng bénh nhin ndy, Cin ngimg tam thavi holie ngimg hiin vige didu trf bing atorvastatin & bt
ki bfnh nhin ndo eb chic tinh trang edp tinh, nghiém trong poi ¥ rng cb bénh co hodic c6 yéu th
riii ro d& dua ddn suy thiin thir phét sau tiéu hiy co van (vi dy: ohifm khedn edp tinh njng, gidm
huyét ap, phiu thugt Iém, chin thirong, céc rdi loan vé chuyén héa, ni i va dign gidi naing va
céc con ddng kinh khing duge kidm sodt).

Bt quy, xudt hoydt:

Phin tich post-hoc cia mgl nghién ctru 1dm sdng trén 4731 bénh nhin khing cd bénh mach vanh,
déi bi dét quy hay co con thicu méu cye b thoding qua (TIA) trong 6 thing trude 86 vi bit diu
dimg atorvastatin 80mg cho thiy 17 1¢ 4t quy xudt huyét & nhém dimg atorvastatin £0 mg cao
hom so vidi nhom ding gidg dwge (55 bEnh nhdn ding atorvasiatin so w&i 33 bdnh nhin ding gia
durgre). Bénb nhén bi ddt quy xudt huyét trong danh sich duimg nhar e6 nguy co ting 4t quy
xudt huyét thi phit (7 bénh nhin ding atorvastatin so véi 2 bénh nhén ding gia duge). Tuy
nhién, nhiing bénh nhin diéu trj bing atorvastatin 80mg, bt ki logi dit quy ndo (265 so vii 311)
vit bénh mach vanh (123 so vai 204) déu it gip hon. (xem phiin Bide tinh duge lye hoe: D{t quy
thi phidit).

Chitve niing ndi tide:
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D eb bdo cho vé ting mic df HbA le va duimg huyét khi doi véi cic thube e ché men khir
HMG-CoA, ké ca atervastatin, Tuy nhién, nguy co ting dindmg 1|||:.ré| durge b thip do gidm nguy
co mach mau véi nhdm statin,

Diéu trj dng thii véi cie thude khéc:

MNpuy co tiéu oo vAn ting Ién khi atorvastatin dige cho dimg ding thivi vai mt sb thode ed (hi
lam ting ndng d6 atovastatin trong hnydt trang nhir chiit e ché manh cin CYP3A4 hoiie protein
viin chuyén (vi du ciclosporin, telithromycin, clarithromyein, delavirdin, stivipentol, ketoconazol,
voriconazol, itraconazol, posaconazol va chit e ché protease HIV bao pém ritonavir, lopinavir,
atazanavir, indinavir, darunavir, v.v). Nguy co miic Bénh vit cor cling cb thé ting 1éa khi diing
ding thii gemfibrozil vi cde diin xudt acid fibric khic, boceprevir, erythromycin, niacin,
ezelimibe, telaprevir, hofic k&t hop tipranavirfitonavir, Néo co thé, nén xem xét cic ligu phip
khidic (khng twong tdc) thay vl cic thube ndy.

Trong ehe tretmg hop cin cho dimg ding thiri cic thude nay voi atorvastating nén cin nhile thin
trong lof ich vé nguy co cia viee didu trj déng thid. Khi bénh nhén duge cho ding cic thude lim
tiing néng 49 atorvastatin trong huyét trong, nén ding lin storvastatin idi da thip hon. Ngodi ra,
trong trimg hop ding chit e ché CYP3IA4 manh, nén cin nbidic ding lidu khéi diu atorvastatin
thiip hon va nén theo dai lam =ing thich hop cho cic bénh nhin ndy (xem phin Twong the
thuiic).

Khing dimg déng thisi storvastatin voi cde ché phim todn thin cia acid fosidic hofie trong ving
7 ngay =i khi ngung didu trj biing acid fusidic. O bénh nhin cdn st dung acid fusidic wan thin,
nén ngung didu e biing statin trong sult thisi gian didu tri biing acid fusidic. D3 cd bio cdo bj
tidu eo viin (bao gom mét s tedmg hop tir vong) & bénh nhin duge cho dimg két hop acid
fusidic v statin (xem phin Twong tae thude), Khiyén bénh abiin nén tim kidm wr viin y 1€ ngay
nén ho cé bt k¥ tridu ehifg ndo nhar J.réu eo, dan hodic ting nhay cim (dan khi liEp xnc).

Diéu trj bing statin 6 thé duge tifp e 7 ngly sau lidu acid fusidic cudi cing.

Trong edic truemg hop ngoai 18, néu cin dimg acid fusidic todn thin kéo dii, vi dy ohr dé didu
nhiém tring ning, chi nén cin nhilec dimg ddng i atorvastatin va acid fusidic wén g teng
hop cu thé vi dudi s gidm sat v 1€ chiit ché.

Binh nhi

Khing quan sat Illéf cd anh hdmg §im sing ddng k& nio lén sy ting tnndng v teomg thanh gic

tinh trong mét nghién o 3 nfim dya trén dénb gid sw tnedng thanh vi phit tidn thap thé, dinh

gif theo giai doan @iy thi Tanner, vi do chitu cao vii ciin niing (xem phin Tic dung khing

o mubn).

Bénh phdi ke

Cée trnrdmg hop diic bidt bj bénh phdi k& di duge bdo edo woi mit s0 statin, dic bigt 1 khi diéu

trj kéo dai (xem phin Tac dyng khdng mong mudn). Chc dic didm tiéu bidu cé thé bao phm

thir diic, ho khan va suy gl sirc khae thng thé (mét moi, gim clin vi s8t). Néu nghi ngé mot

bénh nhin di xudt hién bénh phdi ke, nén nging ding statin.

Tah dwvye

San phiim chim lactose, Thin trong ddi vai cic bénh nhin co cic vin d& di truyén hilm gip cia

khéng dung npp palactose, thidu hyt Lapp lactase hofic kém bp thu plucose-palactose khing nén

g thude nay,

7. Sirdyng thuiic cho phig mik ed fhad v elio con i

Sir dung thude cho phu nit e thai: Ching chi dinh atorvastatin trong thivi ki mang thai. Phy

nf¥ e khi nfing c6 thai nén sir dung céc bién phép ngira thai day di. Chi sir dyng atorvastatin cho
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cde phy nit & 46 Wi sinh sén néu cic bénh nhin nay chiic chin khang o thai vi sau khi di dige
théing béo vé cic mi ro cé thé xiy ra dii voi phi thai,

Sir dyung thude che phy nie cho con bi: Ching chi dinh storvastatin trong thisi gian cho con b,
Cén chura biét liéu thude niy o duge bdii it qua siin me hay khing. Do cb khi niing xudt hién
cic the dung khéng mong mudn cho tré dang trong thai k¥ bi me, nén cic phy nif ma dang s
dyng atorvasiatin Khiing nén cho con ba.

8. Anh hudng ciia thudie 1én kha ning 14 xe, viin hinh miy mibe

Chura eb bsiing chimg v& anh hirdng ciia thude 18n khd niing 18§ xe, viin hilnh mdy méc,

9,  Twong dc, trong ky cia thudec

Twong tic:

Aul hudug efin ede thube ding dng thii vii atorvasatin

Atorvastatin dige chuyén hia bii cytochrom PA50 3A4 (CYP 3A4) v la mdt co chit cil
protein viin chuyén, vi dy nlar protein viin nhu}'én chiit hﬁp thu ciia ¢ bio pan OATPIRI. Viée
ding dbng theri vdi cde thude la chilt e ehé CYPIAL holie protein vin chuyén eo the lam ting
ndng dd atorvastatin trong huyét twong va ting nguy co bj binh co. Npuy co eling e6 thé ting 18
khi ditng ddng théri atorvastatin vai cde thufic khic cb kha ning gy bénh co, nhur cée diin xufl
el acid fibric v ezetimibe (xem phin Cinh bdo va thiin trong khi ding thudc).

Thng nguy co ton thromg co khi sir dyng statin dong théi vai cie thude sau:

= Gemlibrozil

- Céc thude g cholesterol méu nhom fibrat khic

- Niacin liéu cao ( > | g/ngiy)

=  Colehicin

Chit ire ché CYPIAS

Che chit e ché CYP3A4 manh d3 duge chimg minh lm ting 16 rét ndng d§ atorvastatin (xem
Bing 1 vii théng tin ey thé bén dudi). Nén trénh ding ding thivi cée thudc de ché CYPIAL manh
(vl dy: ciclosporin, telithromycin, clarthromycin, delavirdin, stiripentol, kelocomzol,
voriconnzol, itraconazol, posaconszol vi chit fic ché protease HIV bao gbm cd ritonavir,
lopinavir, atazanavir, indinavir, darunavir, v.v) néu ot (hé. Trong trudmg hop khing thé trinh
“vige ding dbng hiv chie thube niy v6i atorvastating nén xem xét giam lidu khai ddu, lidu 1di da
vi nién heo déi lim sing thich hop cho bénh nhin (xem Bang 1).

Céc chit (rc ché CYP3A4 trung binh (vi dy: erythromycin, diltiszem, verapamil vii fluconazol)
b thé ting ndng dd atorvastatin trong huyét twong (xem Bing 1). D3 guan st thiy nguy co b
bénh co tang Ién khi ding ervthromycin két hop véi statin. Nghién efu teong tde ddnh gig dnh
hwnémg ciia amiodaron va verapamil déu duge biét 1 e ché hogt ddng cin CYP3A4 vi khi cho
diing ddng thid voi wtorvastatin co thé lim ting mic phoi nhiém cia atorvastatin, Do d6, nén cfn
nhiic giam lidw 10i da atorvastatin vi nén theo doi lm sing thich hgp cho bEnh nhin khi ding
ding thiri wii chil e chié CYP3A4 vira phii. Nén theo dai lam sing thich hgp sau khi bit ddu
hogic sau khi diéu chinh ligu cia chil e ché,

Clidt ccim g CYPIAS

Ding dong thisi atorvastatin véi chat cim img cytochrom P450 3A (v dy: efavirenz, rifampin,
50, John's Wort) ¢6 thé lam gidgm ndng di atorvastatin trong huyét wong. Do co chié wong e
kép cia rifampin, (cdm (ng cylochrom P450 3A va protein vin chuyén cia & bdo gan
OATPIB1), nén dimg cling ke atorvastatin vai rifampin, vi khi dimg atorvastatin mufin hon sau
khi ding rifampin d8 din dén gidm 15 it ndng 49 atorvastatin trong huyét teong. Tuy ohién,
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chua biél dnh lnréimg coa rifampin [én nong 44 alorvastatin trong & bdo gan vi nén khing thi

trinh dimg ddng thixi thi nén theo doi chiit ché dé dat duere higu qua & béah nhiin.

Chil e ehé protein v clyén

Chilt re ché protein viin chuydn (vi du: ciclosporing cd thé lm ting mitre phoi nhidm todn thin

cila atorvastatin (xem Bdng 1), Chua biét dnh hwémg cin protein viin chuyén cia t& bao gan 1én

niing d6 atorvastatin trong 1€ bao gan. Néu khdng thé trinh viée ding déng thixi thi nén giam lidu

vt theo d6i 1m sang dé dat duge hiu qui {xem Bing 1).

Gemfibroziliede eldir xndtt ena acid fibric

g riéng cie fibrat d6i khi cling din dén cdc bidn eb lién quan dén co, bao gdm cd tidu oo vin,

Neguy co glip che bifn od niy c6 thé ting 1én khi dimg ddng thir cic din xult cia acid fibric vai

atorvastatin, Néu khing thé trnh vife ding dong thii thi nén dimg lidu thip nhit cia

atorvastatin ¢ dat duge mye tidu difu te va bénh nhén nén duge theo d6f thich hop (xem phiin

Crind Bdo vy thiin Ceong K dimge ihuﬁc}.

Ezetimib

Vige sit dung don de ezetimib e6 the diin dén cdc bién b lién quan dén co, bao gbm i tidu co

viin, Do d6 nguy co giip cic bitn cb ndy co thé ting 1én khi ding ddng thidi voi ezetimib vi

atorvastatin, Nén theo dii Him sing cie bénh nhiim ndy mt chch thich hop.

Calestipol

Ning d3 trong huyét tromg clia atorvastatin va cée chit chyén hda cd hoat tinh ca nd gidm

xudng (1§ 18 ndng do storvastating 0,74) khi cho dimg ding thisi colestipol véi atorvastatin, Tuy

nhién, anh hdng 180 lipid cao hon khi dimg ddng thivi atorvastatin v colestipal so voi khi ding

dom dfic mat trong hai thude niy.

Acid fusidic

Npuy eor bj bénh co bao gom tién co van cd the ting 1én khi cho dimg dbag thii acid fusidic todn

thiin véi statin. Chira biét cor ché cia twong tic ndy (di d6 1 duge Tye hoe hay duge ddng hoe,

hay i hai). DA e6 bo cdo bj tifu co viin (o6 ci mdt 50 g hgp U vong) & cdc bénh nhin

ding két hop cde logi thude nay.

Néu cin didu trj bing acid fusidic todn thiln, nén ngirg didu o] bing atorvasiatin trong subt qua

trinh didu trf bing acid fusidic (xem phin Cinh bio vi thin trong khi diimg thudc),

Colelicin

Miic div e nghién ciru trong e gitte atorvasiatin va colchicin chua duge thye hign, §8 cb bbo

céo cie trrdmg ligp b bénh co khi ding ddng thdi atorvastatin véi colchicin vi cln thin Lroing

khi ki toa atorvastatin voi colchicin,

Anh hirdmg cils atorvastatin 18n cie thude khae flwge cho diing dﬁng Ui

Dipoxin

Khi cho dimg déng thivi ohidu lidu digoxin vi storvastatin 10 mg, ndog 4 digoxin & trang thai

on dinh ting nhe. Bénh nhin dimg digoxin nén duge theo dai thich hop.

Thude trdml thai dimg diedng udng

Cha ding dﬁdlg thiri atorvastatin véi mét thibe treinh thai ding qua duimg udng lam ing ndng

d& norethindron vi ethinyl oestradiol trong huyét trong.

W fairin

Trong méit nghién cim lim sing trén bénh nhin dwge didu tri bing warfarin lu dai, cho ding

déng thei atorvastatin 80 mg mdi nghy véi warfarin lim giam khodng 1,7 gidy thisi gian

prothrombin trong 4 ngay diu ding thude, mite ndy trdr Ipi binh thuimg trong vong 15 nghy didu
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irj bing atorvastatin, Mac di chi rit hiém cdc tnibmg hop twong tic chong ding déng ké vé 1im
sing dupe bdo cdo, vin nén xdc dinh thii pian prothrombin tude khi bit ddu cho ding
atorvasiatin & bénh nhiin dang ding chit ching dong coumarin v véi mike 4o do thdmg xuyén
trong thiri gian diu diu i dé dim bao khing c thay déi rd rét vé thai gian prothrombin, Sau
khi da ghi Igi thisi gian protheombin dn din, e6 thé theo d&i thisi gian prothrombin dinh ky theo
H:uyéu ciio thirimg quy cho bénh nhin dang diing chiit ::Euﬂug ding coumarin. Néu thay i lidtu
storvastetin hodc ngimg ding storvastatin thi phai Hp lai quy trinh wong . Vige diéu i bing
atorvastatin khing lién quan dén chiy mdu hofic thay dbi thai gian prothrombin & bénh nhén
khdng diing thudc chiing déng.
Bégh uhi
Céc nghign ciu trong tée thade ehi mii dirge thare hién trén ngudi [Bn. Clura /5 ontc 49 trong
tée o bénh nhi. Cac twong tde diuge dé cip & tén cho ngudi 1dn vi cic canh bdo cin duge xem
xét cho bgnh nhi,
Vide sit dung ddng thisi cdc thude ha lipid méu nhém statin voi cic thube digu tf HIV va vigm
gan sién vi C (HCV) ed the lam ting nguy co giy ton thwong co, nghitm trgng nhat 13 1iés co
viin, thiin har diin dén suy thin v cd thé gy tr vong.

Bing 1: Anh hidmg ciia cic thude ding ding thii 1én duge ding hoc cia atorvastatin

Ritonavir 200 mg BID, 8
ngiy (ngiy 14 déa 21)

10 mg vi ngiy 20

Thude dwge cho dimg dﬁng Atorvastafin

thivi vi phide ad lidu Liku (mg) T§ 1@ |Khuyén céio lim sing”
Auc®

Tipranavie 500 mg BIDA A0 mg vio ngdy 1] 24 [ Tréioh si dyng atorvastalin

lidu dn dinh

ngiy

Telaprevir 750 mg q8h, 10)20 mg, 812 7.9
ngdy == =
Ciclosporin 5,2 mgfkgighy, |10 mg OD trong 28| 87 |Trong tnrtmg hop cdn cho ding

dimg théri voi atorvastatin, khing
dilng qua 10 mg atorvasiatin moi
ngdy. Mén theo dfi lim sing céc
bénh nhin nay.

Lopinavir 400 mg BID/
Ritonavir 100 mg BID, 14
ngdy

20 mg OD trong 4
ngay

5.9

Sir dyng thin tong va néu cin
thitt nén ding lifu atorvastatin
thdp nhit

Clarithromycin 500 myg BID,
9 ngay

80 mpg OD frong B
ngiy

4.5

Trong trudmg hop cin cho diing
dbng thoi vai atorvastatin,d nén
Bidm fitu duy 1r] ciia atorvastatin,
O che lidn atorvastatin qud 20
mg, nén theo ddi Hm sing cic
bénh nhiin ndy.

Snquinavir 400 mg BIDY
Ritonavir (300 mg BID ur
ngdy 5-7, ting lén 400 mg
BID vio ngiy 8), ngiy 418,
30 phit sau khi  ding

atorvastatin

40 mg OD trong 4
ngdy

39

Khing qui 20 mg atorvastatin/
ngdy

925
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Darunavir 300 mg BIEY 10 mg O trong 4| 3.4

Ritonavir 100 mg BID, 9|ngdy

ngdy =

Fosamprenavir 700 mg BIDY | 10 mg OD trong 4 2.5

Ritonavir 100 mg BID, 14 |ngay

ngiy v—

Fosamprenavir 1400 mg 10 mg OD trong 4 2.3

BID, 14 ngay nghy

ltraconazol 200 mg OD, 4 40 mg SD 3,3 |Trong tnrimg hop cin cho dimg

npdy dbng thisi véi Morvastating nén
piam lidu duy i cia atorvastatin
( cdc lidu atorvastatin qui 40
mg, nén theo d8i Mm shng cfc
bénh nhin nay.

Mellinavir 1250 mg BID, 14 [10mg OD wong 28 | 1,74 (Khing qud 40 mg atorvastatin/

ngay  |mgdy nEAY

Mrde bardi chim, 240 mL 40 mg, 8D 1,37 |[Khing nén ubng mit heomg lim

oD* mrde v chim cling
nma_smln.

Diltiazem 240 mg OD, 28|40 mg, 1,51 |Sau kii bit diu hodic son khi diéu

ngiy chinh liéu diltiazem, nén theo dii
lm sing cic bénh nhin ndy mt
cdich thich hop.

Erythromyein 500 mg O10D, | 10 mg, SD 1,33 |Mén gigm litu 6§ da v theo doi

T ngiy o ldm sang cdc bénh nhin ndy.

Amlodipin 10 mg, liés don | 80 mg, SD L1 |Khéng co khuyén cdo ey thé,

Cimetidin 300 mg 01D, 2 10 mg OD trong 2

tudin W Khiing 6 kiwyén cio cy thé.

Colestipol 10 g BID, 28 tudn {40 mg OD trong 28 | 0,74** |Khéng o6 khuyén céo cu thé.

tudn

Ché phitm huyén phi khing [ 10 mg OD trong 15| 0,66 |Khéng cé khuyén cio cy thé,

acid cia hydroxid magié va [ ngay g

nhiim, 30 mL QID, 17 ngay

Efavirenz 600 mg OD, 14|10 mg trong 3 ngdy | 0,59 |Khdng cb khwyén cio cy thé,

ngay

Rifampin 600 mg O, 7 40 myg S0 1,12 | Néu khing thé trinh viée dimg

ngity (cho ding déng thiri) dbing thivi, nén cho ding cong lic

Rifampin 600 mg OD, 5[40 mgSD 0,20 |sorvastatin vai rifampin, co theo

ngdy (lidu riéng bigt) dii lim sing.

Gomfibrozil 600 mg BID, 7|40 mg SD 1,35 |Nén gidm lidu khdi ddu va theo

ngay ddi Fm sang cdc bénh nhin ndy.

Fenofibral 160 mg OD, 7(40mg SD 1,03 |Mén gidm licu khai ddu va theo

nghy disi Kim shng cde bénh nhin nay.
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Boceprevir 800 mg TID, 7|40 mg 5D 2,3 |Mén gidm lidy khii ddu vi theo
npay A ldim sanp cic bénh nhiin ndy.
Litu atorvastatin khing nén vt
qui 20 mg atorvastatin mii npdy
frong thin gizn dimg &Eng iladi
wii boceprevir.

 Bidu thi ty 1¢ gilta cde lign tinh khic nhau (ding thude khic ddng thid véi atorvastatin so
wiii chi ding riéng atorvastatin.

f Xem muyc Cinh bio v thiin trong ki ding (hude va Twonp e, troag ky cia thude
dé bift y nghia lém sing.

* Chire 161 thigu mid thanh phén de ché CYPIAA v 6 thé 1am ting ndng 45 tude wrong
huyét nromg duge chuyén héa bii CYP3A4. Udng mdt cfc 240 ml nide budi chiim ciing
lam pidm 20,4% AUC cia chit chuyén héa orthohydroxy o6 hoat tinh, Ligng lém nude budi
chitm (trén 1,2 lit mii ngdy trong 5 ngiy) lam ting AUC eda atorvastatin 2,5 dn v AUC
et chift ire ché HMG-CoA reductase o6 hogt Unh (atorvastatin vi chiit chuyén héa) 1,3 Hn,

** Ty 1§ duge tinh trén mét méiu duy nhét iy vio lic 8-16 tifng sau khi dimg thudc.

OD = mdt Kin m8i ngiy; SD = lidu don; BID = hai 1in mi ngiy; TID = ba lin mdi ngay;
QID = biin lin m6i npdy.

Bang 2: Anli lurimg eiia atorvastatin lEn duoe ding hoe cia cic thudic khiec khi diing
dbng thid

Atorvastatin viv phic a8 Thude dwge ding ddng thii
lidin Thude/Litu (mg) | T9 1§ Khuyén edo lim sng
AUC*
80 mg OD trong 10 ngdy Digoxin 0,25 mg| 1,15 |MN&n theo déi thich hop bénh nhin
0D, 20 nghy diing digoxin.

40 mg OD trong 22 ngdy | Thude trinh  thai| 1,28 |Khing cé khuyén cio cy thé.
dimg qua dwimg| |19
uéng O, 2 théng -
notethindron | mg -
cthiny| estradiol 35
PE_

B0 mg OD trong 15 ngiy * Phenazon, 600 mg| 1,03 |Khéng cd khuyén cdo oy thé,
5D
10 mg, SD Tipranavir 500 mg| 1,08 |Khong cé khuyén cio oy thé.
RIDvrilonavie 200
g | BID, T ngiy

10 mg, OD trong 4 npiy Fosamprenavir 1400 0,73 |Khing 6 khuyén cdo cy the.
. myg BID, 14 ngay
10 mg OD trong 4 ngiy Fosamprenavir 700 0,99 |Khing i khuyén cdo cy the.
mg  BlDVritonavir
) mg BID, 14
ngéy

% Ridu thi ty 1& gitra cde ligu trinh khde nhaw (ding thude khde ddng thei voi atorvastatin so véi
chi diing riéng atorvastatin).
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* Cho ding dbng thési nhiga lidn atorvastatin vi phenazon cho thiy dnb budng khing ding ké
hodic khing cb dnh hudng cé thé nhiin thiy lén di thanh thii cia pheaseon,

OD = mdl lin mdi ngay; SD litu don; BID = hai Hn mbi ngay.
10. Tihc dyng khing mong mudn eia thube
Trong dir liéu nghién cira lAm sing co kicm chimg gid duge trén 16,066 bénh nhin (8755 npuisi
ditng atorvastatin so véi 7311 ngudi ding gid dwee) dide i wong khodng thisi gian trung binh 53
tudin, 5,2% bénh nhin diing atorvastatin d& ngimg thude do cde tic dung khdng mong mudin so
vii 4,0% bénh nhiin ditng gia dugpre,
Dy tréén dii liéu 0y edic nghién et lim sing v sou khi thode o hioh fdog i, bing s Gy
trinh by cde the dung khing mong mudn ciia atorvastatin,

Thin suft the dyng khing mong mudn wde tinh duge phin logi theo quy wie sau diy: thudng gip
(= 17100, < 1/10; it gip (> 1/1.000, < 1/100); hiém gip (= 1/10.000, < 1/1.000); rt hiém gap (<
1/10.000), clura biét (khing wée tinh due tir dir lign siin ed).

Nhiém trivng vii nhi€m kg sinh tring:
Thirdmg glip: viem mbi-hong
RAI logn miu va b bach huyét:
Hidm gap: gidgm tién cin
Rii Togn Wi midn dich:
Thiriimg gip: phin (mg dj dng
Rbit higm giip: qud mén
Rdi logn dinh dwing va chuyén haa:
Thetng giip: thng dudmg huyé, ting HbA le
It gip: hp dutmg buyéy, tang cin, chan fin
i logn thm thin:
it gip: de mbng, miit ng
Réi logn hé thiin kinh:
Thudmg g dau diu
i; giip: ching mt, di cdm, giam édm gide, loan vi gide, suy gidm ohin thive (nhu mat tri nhi, 16
lan...).
Hiém giip: bénh thin kinh ngoai bign
Rii logn miit:
it gip: nhin i
Hiém giip: rdi logn thi gide
Riii Iogn tai vii tai trong:
It gap: o i
Rt hidm giip: gidm thinh gidc
Rii loan hig b hiip, ngwe va trung ihdi:
Thrémg pdp: dav hong-thanh quin, chiy miu cam
Rii logn h tidw hia:
Thurdmg glip: tiéu chity, ddy hoi, khé tiéu, budn ndn, tigu chiy
it giip: nén, dan byung trén v dau byng duwdi, o hoi, viém fuy
i logn gan mit:
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It gip: viém gan

Hidm giip: o midt

Riil hidm £Ap: suy gan

Rii loan da vi md duwdi da:

It glip: miy day, phdt ban trén da, ngira, rung toe

Hiém gip: phit mach thin kinh, viém da béng nude bao ghm bdng ban da dang, héi chimg
Stevens-Johnson va hoai tir bite bi nhifm de

Rili loan b cor xwomg vi mb lién kit

Thirtmg gfip: dau oo, dau khdp, dau chi, co cimg co, sung khop, dan img

it giip: dau cd, méi co

Hidm giip: hidnh eo, viém co, tiéu co viin, chiin thuong gin, dai khi bién chirg thanh dit gin
Clura biét: bénh co hoai tir do miln djch

Réi logn b sinh sin va tuyén vii:

Réit hidm gip: nit hod tuyén vi

Réi logn toin thiin vi tinh trang tgi chil dimg thude:

ft giip: kha &, suy nhuge, dau ngire, phil ngoai bién, kiét sic, it

Xeét nghigm;

Thuémg gip: chire nfing gan bit thuréing, téng creatin kinase huyél

it giip: 1€ bio bach ciu trong mrde tidy

Ciing nhwr v&i cde chit e ché HMG-CoA reductase khic, d3 o6 bdo cdo ting nbap db
transaminase frong huyet thanh & béah nhin duge cho ding atorvasiatin. Céc thay ddi niy
thudmg nhe, thodng qua vi khang cin gidn doan didu tri. Transaminase trong huyét thanh ting 16
et v 1dm sing (> 3 ln giti han trén binh thiimg) & 0,8% bénh nhén ding atorvastatin, Tinh
trang niy co lién quan dén lifu va b thé hii phye & it cd cde bénh nhin,

Néng di ereatin kinase (CK) trong huyét thanh ting hom 3 ln gidi han trén cia mie binh thirimg
& 2,5% bénh nhin dimg atorvastatin, twong tr nhir cdic chilt e ché HMG-CoA reductase khic
tromg that nghiém ldm sing. Céc ndng a0 cao hon 10 Hin khodng trén binh thidmg gdp & 0,4%
bgnh nhéin dirge difu tr] bing atorvastatin (xem phin Ciinh bdo vi thiin trgng khi dimg thudc)
Binh nhi

Cdie bEnh nhi tir 10 dén 17 i duge diew (rj bing storvastatin cé dic difm tic dyng khing mong
mudn nhin chung twomg tr ol bénh ahdn ding gid duge, cde tic dyng khéng mong mudn
thirimg giip nhit quan sat thily & ca hai nhdm, bt k& duge dénh gid do nguyén nhin ndo, déu 1A
nhiém tring. Khéng quan sit thiy tie ding ding ké vé Bm sing 1én sy ting trudng vi frurding
thanh gidi tinh dwge theo d&i trong mé nghidn ciu 3 ndim dya (rén dioh gid sy inedmg thinh vi
phét trién ting thé, danh gid theo piai doan diy thi Tanner, vii do chicu cao vi cin nding. Djc tinh
an todn vl khd ning dung nap & bénh nhi cling twomg ty nhir & tinh an todn dd biét cla
atorvastatin o ngedi M.

Cor i olit ligu vé an todn lim sing bao gdm dit liéu an todn cia 520 bénh nhi duge cho ding
atorvastatin, trong d6 7 bEnh nhin < 6 twdi, 121 bénh nhan tir 6 déa 9 wdi, v 392 bénh nhin
10 dén 17 tudi. Theo dit ligu b s8n, thl thn sufit, loal va mite 46 nghiém trong cia céc téc dung
khéing mong mudn & tré em 14 teong tr nhir & ngui lon,

Céc tde dung khing mong mudn sau diiy dirge bio cdo véi mit s0 statin:

- RS loan chive nding sinh dyce
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- Triim chm

- Cie trubng hop ngogi 1 mic bénh phéi ke, dic biét 1 khi difu tri dii han (xem phin Cinb
béio vi thidn trong khi dimg thuic)

- Tiéu dwimg: Tén swit s& phu thide vao vie ¢ hay khdng o6 cic véu b nguy co (duimg
huyét lic déi = 5,6 mmol/L, BMI=30kg/m’, ting triglycerid, titn siv bi thng huyt dp).

11, Qud litu v cach xir tri

Khéing cé didu tri diic hidu cho tndmg hop qua lidu storvastatin, Néu xudt hign qud lidu, cic bénh

nhdn cin duge didu tri trigu chimg va tién hinh cdc bign phip hd trg néu cin. Do atorvastatin c6

dd gin két manh vai protein huyét bromg, nén thiim phin loe miu ki cd khi nding lam ting ddng

ké 45 thanh thai cia atorvastatin

12. Bic tinh dwge lge hge

Atorvastatin calei 14 thude ha lipid mau thng hop, né 14 1 chit i ché men kit HMG-CoA. Men

nély x0c the cho sy bidn d5i ein HMG-CoA thanh mevalonat, mdt bide sdm vi quydt dijnh vé

midie d trong qud trinh tong hop cholesteral,

Cang thire thye nghiém cim atorvastatin calel 13 (CaaHaFN2051Ca-H2O vi troug hoong phin o

i 120942, Cong thirc chiur tan:

= =l

L

Atorvastatin calei I bit két tinh mau tir tding dén trfing ngd, thire ¢ khing tan ong cde dung
dich mude ¢ df pH =4, Tan ot it rong mede cit, dung dich dém phosphat ¢6 dd pH 7,4 vii
mcetoniteil, tan nhe trong cin ethanol vil tan d& dang trong clin methanol_
Co ehié tdc dyng: Atorvastatin Ia mat chiit irc ché canh tranh vi chon lpe men khir HMG-CoA,
miit men quyét dinh vé mire 4 trong qud trinh thng hgp cholesterol chuydn ddi HMG-CoA
thinh mevalonat, mdt tién chiit cha efe sterol, bao pom ca cholesterol. O céc bénh nhin o6 tng
cholesterol miu eb tinh gia dinh ddng hop tir va di hep 6, eie thé ting cholesterol méu khang e6
tinh gia dinh, vi i logn lipid mdu hin hop, atorvastatin Him gidm C- win phin, LDL-C va apo
B (apolipoprotein B). Atorvastatin cling lm gidm cholesterol lipoprotein 15 trong it thip
(VLDL-C) v triglycerid, vi ldm ting nhe HIJL-C.
Atarvastatin lim gidm cholesterol vi lipoprotein huyét twong biing cdch e ché men khir HMG-
CoA reductase vi quid trinh thng hop cholesterol & gan vi bing cdch lim ting 56 luomg céc thy
thé LDL tai gan trén 1& bio bé mit d& Km 180 qud trinb thu hii vi chuyén héa LDL.
Atorvastatin lm gidm qud tinh san xudt LDL v s logng cde tidu phin LDL. Atorvastatin Fm
tiing manh vi duy tri hopt tinh cdc thy thé LDL kém theo cic thay dii co lgi vi chiit lugmg ciia
ciie tiéu phitn LDL lev thing. Alorvastatin o6 hi#u qud trong vigc gidm LDL & cac bénh nhin cd
ting cholesterol mdu cé tink gia dinh ding hop wr, nhém d6i twong thiimg khing dbp tng vi
cic thude didu trf by lipid.
Atorvastatin vi mit s8 chit chuyén héa ciia né cd hoat tinh duge 1§ & ngwii. Vi ol tic dyng ehi
yéu ciia atorvastatin i & gan, ddy 13 noi chid véu tdng hop cholesterol va dio thii LDL-C, Higu
quit gidm LDL-C tuong quan chit chié vai lidu thude st dung hon 1 voi ndng d§ thude trong
tulin hodn. Cin dya trén ddp tmg didu tef 38 cu thé hod lidu diing cho timg bénh nhin (xem phin
Lidu diing vh edch diing).
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Trong mit nghién el mang tinh chat uir thién tén cic bénh nhin bj ting cholesterol méu c6 tinh
gin dinh ding hop i, phin ldn cée bénh nhin dép (ng véi lidu 80mg atorvastatin vdi mie di
giam LDL- C lim hom 15% (1 8%-45%).

Trong mil nghién ciu ddnh gid dép dng theo liky, atorvastatin (10-80mg) lam gidgm cholesterol
lodin phiin (30%-46%), LDL-C (41%-61%), apoB (34%-50%) vA TG (14%- 33%). Cdc két qui
ndy duy 1l 6n dinh & cdc bénh nhin c6 Gng cholesterol mdu 6 tinh gia dinh di hgp tir, céc thé
ting cholesterol miu khdng b tinh pia dinh va tdng lipid mau hin hop, gém ci cic bénh nhén
ddi thao dwong khong phy thufc insulin,

O cdic bgnh nhin bj tng triglycerid mdu don dic, atorvastatin lim giam cholesterol todn phin,
LDL-C, VLDL-C, ApoB, TG vi cholesterol khémg phii HDL-C v lam ting HDL-C. (J cée bénh
nhéin cé rdi logn betalipoprotein mdu, atorvastatin lim gidm cholesterol lipoprotein ty trgng tming
binh (1DL-C).

0 ede bénh nhin e tEng lipoprotein madu nhém 1a va 1Tb theo philn logi cda Fredvickson, duge
thu thiip tir 24 nghién cim co ddi chimg, (¥ 1§ ting HDL-C trung binh tinh theo plﬁn Irfim so v
mire ban ddn d6i véi atorvastatin {(10mg-80mg) 1& 5,1% dén 8,7% theo cich thire khong phy
thudc theo lidu, Ngodi ra, khi phin tich cde dif ligu thu duge ndy dii cho thiy 6 sy gitm 9 18
theo lidu mét cdch ding ké vé cdc ty si ehalesterol todn phin/HDL-C vi LDL-C/HDL-C lin lrot
nim trong clic khodng tir -29% dén - 44% va tir -37% dén -55% mdt cach tuomg fmg.

Anh huimg cia atorvastatin trén cic bidn of thidu mdu cuc b v 1y 18 tr vong tdng cing di dirge
nghién cii trong nghién ciu gidm thiéu mau cye bd co tim bing cdch ha tich cye cholesterol
(MIRACL). Bity ld mt nghién ciu da trong tim, ngiu nhién, mi d6i, 6 kitm ching véi gia
durgic trén 3086 bénh nhin b hji chimg mach vinh cdp: dau thit ngye khing dn dinh hay nhbi
mdn o tim khing o6 stng Q. Chc bénh nhin duge didu i bing ché dé chiim stc chudn, bao
phm cé ché d3 dn, va holic atorvastatin 80mg mdi ngdy hofic gid duge trong khodng thai gian
trung binh 14 16 tuin. Mire LDL-C, cholesterol todn phifin, HDL-C v triglycerid cudi ciing 1in
hegt twomg img 1 T2 mpgfdL, 147 mgidL, 48 mg/dLmg/idL, 139 mg/dL & nhdém si dung
atorvastatin vd lin ot 14 135 mgdidL, 217 mg/dL, 46 mpidL va 187 mg/dL & nhém ding gid
duge. Atorvastatin lam giam ding ké nguy co ede bifn ¢ thifn méun cyc bd va Ly 1§ 1 vong
khodng 16%. Lim giim dédng ké npuy cor phai tdi nhip vién vi dau thiit ngye kém theo biing
chitmg 6 rang coa thifu miu cuc bd ¢o tim khodng 26%. Atorvastatin lm gidm npuy co thidu,
mit cue b va ty 1€ tir vong dén mit mire dd nha nhau & tit ci cic mie LDL-C ban déiu. Ngoai
ra, atorvastatin cling lm gidm nguy cor thidu mau cue b va ty 1 tf vong dén mit mde 4§ nlur
nhau & cde bEnh nhin ¢d nhdi méu co tim khéng cd séng Q vi cdc bénh nhiin c6 con dan thi
ngye khéng én dinh, ciing nlur & ci nam va nlf v & ede binh nhin < 65 wdi cling nhir & cde bénh
nhiin = 65 twdi,

Phang ngira bién chimg tim mach

Anh lwémg cia atorvastatin 1én bénh mach vinh i vong vil khidng tir vong duge dinh gid rén
10305 bignh nhin cao huyét dp trong A& tudi tir 40 dén 80 (trung binh 63 wdi), trrde &y khong
ed nhii mdu co tim v oo ndng d§ C- tofin phin (TC) < 6,5 mmoll (251mp/dI) trong nghién cir
ASCOT-LLA {Anglo-Scandinavian Cardilac Outcomes Trial Liopid Lowering Arm), Ngodi ra
cdc bénh nhiin b it nhit ba trong 50 cic yeu 16 nguy co vé tim mach (CV) dudi ddy: nam i
trén 55 tudi, hit thudc, bj binh dii thio dimg, tidn sic bénh mach vimh o6 mdi quan bé bjic | véi
bEnh nhén, cholesterol todn phin: lipoprotein 1§ trong cao (HDOL) > 6, bénh mach ngoai bién, phi
dpi thiit tri, ¢t bénh mach ndo tir tnde, dién tim db (BECG) diic tnmg bit thwimg, protein
niufalnumin niy. Trong nghién cim e kifm chimg voi gid duge, mi dbi ndy, bénh ohén dwge
didu trj bing chc thudic ha huyét 4p (B&ah nhin khing bi bénh d4i thao diuing co huy&t ap dich <
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130/80 mm Hg) va duge chi dinh atorvastatin 10 mg mdi ngay (n=5168) hodic gin duwee
(n=5137). Nghién cimt ASCOT-LLA di dimg lai sém hon sau 3.3 ndm thay vi 5 nim do tic ding
ciha vige didu tri alorvastatin so vai gia durge virgl qua ngudng cd ¥ nghia dinh gid thén gian
chuyén tiép. Ngodi ra, huyét ip duge kiém sodt 151 va tromg oy trén nhitg bénh nhan dupe chi
dinh atorvaststin v gid duge. Mhimg thay ddi nay to i trong sudt thivi gian dida .

Atorvasiatin lim giam mife di cia nhitng hién tuomg san:

Ciie bién cil Gidm  nguy |86 bién  of |Gl tdp
o (g il (atorvastalin so

. o (%) wéi gl dwyc)
Bifn cf mach vanh (binh mach vinh w 3656 100 so véi 154 | 0,0005
vong vil nhdi mau eo tim khong tir vong)
Cic bien eb tim mach bdt k¥ va qud trinh 20% 389 so wii 483 | 0,0008
1A théng mach
Cie bign cb mach vanh 29% 178 g0 v4i 247 | 0,0006
2o quy 6 vong va khving O vong 26%% _JIIB soovd 119 00332

*Mijic di tf 18 gidm dft quy tir vong vi khdng 0 vong khing dat 161 mde ¢d ¥ nghia duge xdc
dinh trwde (p=0,01), xu hudng khit quan dwge quan sit thay vai ti 18 gidm nguy co twong dbi
2%,

Tir vong chung va tir vong lién quan 15i tim maeh gidm khong ding ké mac di quan sat (hdy xu
hndmg khi quan.

Trong nghidn cfu vai trd cha atorvastatin trdn ddi thie dudmg (Collabolstive Atorvastatin
Diabetes Study-CARDS), vai trd cia atorvastatin déi vdi bénh tim mach tir vong va khing o
vong dirge dénh gid trén 2838 bénh nhin twdi tir 40-75 bj ddi thio duimg typ 2 khing cé tidn s
bfnh tim mach vd mie LDL < 4, 14mmol/L (160 mg/dl) va TG < 6,78 mmol/L (600mg/dL).
Thém vho do, tdt ca nhitng bénh nhin da co it nhit mit trong nhimg yéu td nguy co sau: cao
huyét 4p, dang hit thudie, bénh ving mae, albumin niéu thip hoje albumin nidu cao.

Biy 14 nghién ciu npfu nhién, md déi, da trung tim oo kigm chimg bing gia drge, trong d6
bénh nhén dwge chi dinh atorvastatin 10 mg mdi ngiy (n=1428) hojic gid duge (n=1410} trong
. thivi gian theo doi trung binh 3,9 ndm. Do higu qua diéu trj cis atorvastatin 180 tiéu chi chinh qui
rid rhng nién nghién et CARDS két thile 2 nim sém hon so véi dy kién.

Céc tée dyng giam npuy co twong dbi v tuydt ddi cla atorvastatin duge trnh biy nhur dudi diy:

. s bifn  cb .
Gidm nguy oo ! Gid
Bitn cb : ahi (o | (Atorvastatin  so
wong dii (%) vél gl duye) trjp
Cie hién ¢ tim mach chinl [nhdi méu cor
tim tir vong va khing tor vong, nhdi méu
e tim im Hng, o vong do bénh mach
vamh clp, dau thit ngwe khéng on dinh, I B3 50 wai 127 00010
phiin thudt bic cu mech vinh, nong
mgch vinh qua da, ti thdng mach, dijt
quy]
Mhii miu co tim (Nhoi miu co tim
vong vi khing tlr vong, nhdi miu eo tim 42% 38 so v 64 00,0070
im lng)
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Lfqulnl;}r (Tt vong vi khiing {fr vong) 48% 21 50w 39 00163
Khiing i biing chimg vé sir khdc nhau trong didu e dnh hidmg béai gicd, wéi hodc mire LDL-C.
Gidm nguy co twong dbi tr vong 27% (82 trudmg hop 1 vong & nhdm gid duge so véi 61 tdmg
Igp 1 vong & nhanh didu i) duge quan it véi gici han eb ¥ nghia thing ké (p=0,0592). Ty 1§
tGng qudt cha nhilng the dung o6 hai hofic nhitng tdc dyng cb hai nghiém trgng wong by gilka cic
nham diéu trf.

Vira xor ding mach

Trong nghién edu logi bd vita xo ddng mach bing cich hp tich eye cholesterol (REVERSAL),
tie dong cla storvastatin 80 mg vii pravastatin 40 mg 81 v&i vita xo ddng mach vinh duge dinh
gid bing song sidu im ndi mach (IVUS) trong khi chup X-quang mgch méu trén nhitng bénh
nhéin ef bénh mach vinh, Béy 1a thir nghiém Hm sang ngfu nhién, md 46, da trung 1dm, b
kiém soft, 502 bénh nhiin cd séng sidu §m ndi mech & mire co ban tgi thisi didm 18 thing. Trong
nham dimg atorvastatin {n=253), sy thay i phén trim trung binh Gir mire co bin trong lﬁng ihi
tich vita déng mach (tigu chi nghién cim di tién) 1 -0,4% (p=0,98) & nhém ding atorvastatin
vil +2,7% (p=0.001) & nhdm ding pravastatin (n=249). Khi so siinh vdi pravastating higu gua the
diing cin atorvastatin ¢d ¥ nghia thng ké (p~0,02),

(3 nhém dimg atorvastatin, LDL-C gidm xufng mirc trung binh 2,04 mmol/L + 0,8 (78.9 mg/dL
4+ 30) tir mie co ban 3,89 mmol/L + 0,7 (150 mp/dL + 28), & nhém ding pravastatin LDL-C
gifim xubng mire trung binh 2,85 mmol/L + 0,7 (110 mg/dL + 26) tir mirc co ban 3,89 mmol/L +
0,7 (150 mg/dL £ 26) (p<0,0001). Atorvastatin cling lam pidm dng ké C- todn phiin 34,1%
(pravasiating =18 4%, p<0,0001}), gidm ]!IIE!!.I!IH df TG trung binh 20% (pravastatin: -6,8%,
p=,0009) va giam apo B trung binh 39,1% (pravastatin: -22,0%, p<0,0001). Atorvastalin ting
HDL-C trung binh 2,9% (pravastatin: 4-5,6%, F=N5). Protein phin dng C (CRI) gidm trung binh
16,4% & nhdm dimg storvastatin so voi giam 5,2% & nham dimg pravastatin (p<0,0001).

D an todn vi dung nap cia hai nhdm diu 1§ eb thé so sdnh duge.

Dt quy, tai pht

Trong nghidn ciu phing d6t quy bing cdch ha tich eye cholesteral (SPARCL), dinh gid hifu
qud cla atorvastatin 80 mg mdi ngay hofic gia duge trén 4731 bénh nhin bi dit quy hofic thigu
mau cpc b thodng qua trong 6 thing trinde v khiing cb tién sir bénh mach vinh. Nhimg bénh
nhdn ndy 60% 14 nam gidi, tir 21 ddn 92 wdi (rung binh 63 tuii), ¢d mire LDL trung binh 1 133
mg/dL (3,4 mmol/L). Ndng d§ trung binh cia LDL-C I3 73 mg/dL (1,9 mmol/L) trong qui trinh
dicu tri biing atorvastatin va 129 mg/L (3,3 mmol/L) trong qui trinh didu tr bing gid duge.
Thixi gian theo dti trang binh 14 4,9 ndim.

Atorvastatin B0 mg m gidm nguy co ela tidqu chi chinh: 43t quy v vong vi khiing br vong 15%
(Ty 1& vili ro (HIR) 0,85; Khodng tin ciy (C1) 95%, 0,72-1,00; p=0,05 hodic T 1§ i ro (HR) 0,84;
Khodng tin cfiy (CI) 95%, 0,71-0,9%; p=0,03 sau khi didu chinh cho cde yéu 16 co bin) so vii gid
duge. Atorvastatin 80 mg lam gism déng ké nguy co céc bién cf mach vanh chinh (1% 1¢ nii ro
(HR) 0,67; Khodng tin ciiy (CI) 95%, 0,51-0,89; p=0,006), bt ki hién twong bénh mach vank
nio (Ty 1§ rdi ro (TTR) 0,60; Khodng tin ¢iiy (CI) 95%, 0,480,74; p=0,001), vi qud trinh tai thing
mach (Ty 1§ rii ro (HR) 0,57; Khodng tin cdy (CI) 95%, 0,44-0,74; p<0,001).

Trong mdt phéin tich post-hoc, atorvastatin 80 mg Wi gim 1y 1€ ddt quy thigu madu cue b
(218/2365; 9,2% so vai 274/2366; 11,6%; p=0,01) v tang ty 18 dot quy xudt huyét (55/2365;
2,3% so vai 33/2366; 1,4%; p=0,02) so vai gid duge. Ty 1§ 6t quy xuit huyét tir vong gidng
nhau gifta cde nhém (17 ngwdi ding atervastaiin so vdi 18 ngedi ding gia duge). Quan sit thﬁy
nguy co che bidn cd tim mach gidm & tht ca che nhdm bénh nhin ding atorvastatin 80 mg ngoai
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trir nhirng bénh nhin khi tham gia nghién ol c6 41 quy xudt huyEt vi da o6 46t quy xudt huyét
tai phat (7T ngwii ding atorvastatin so vai 2 ngindi ding gid dugc).

MWhirng binh nhin didu trf bing atorvastatin 80 mig bi dGL quy it hom, di la bt ky loai dd1 quy nao
(265 npwii dimg atorvastatin so whi 311 ngandi ding gin dwge) va bi cée hién o mach winh it
hon (123 ngudi ding atorvastatin so vdi 204 ngrdd ding gidi dirgee). Ty 1€ 6F vong ndi chung 13
tuemg tir nhau gita cfic nham didu tej (216 ngdi diing atorvastatin so vdéi 211 npudi dimg gia
duge). Ty 18 todn b edie tie dung khdng mong mudn gidng nhau gitta cde nhém didu tr.

Phdmg mgiva (hdr pliid cic bidn eb tim mach

Trong nghién cim difu trj cde myc tiéu méi (Treating to New Targets Study - TNT), higu qua
ctia litu atorvastatin 80 mg/mpiy so voi atorvastatin 10 mg/ngay trén che bién ¢f tim mach duge
déinh gid trén 10001 A& twgng (94% da (ring, 81% nam gidi, 38% béah nhin =65 twdi) cd bidy
hi¢n lim sang b§nh mach vinh vi tnrde dily da dat duge mire LDL-C <130 mg/dL. sau khi ding
storvastatin [0mg/ngay trong 8 tuln. Cic bénh nhin ndy duge chi dinh ngiu nhién lidu
atorvastatin 10 mgfngdy hoje lidu atorvastatin 80 mg/npay vi theo thid gian didu tr trung binh
40 ndirm. Hﬁng dip trimg binh LDL-C, C- (oin ]:lllﬁn, TG, cholesterol HDL va cholesterol khong
HDL vio tudn 12 Ko leot 18 73 mg/dL, 145 mg/dL, 128 mp/dL, 98 mg/dL vi 47 mg/dL trong
thivi gian difu trj biing atorvastatin litu 80 mg v Hn luot 13 99 mpd/L, 177 ma/dL, 152 mp/dL,
129 mpfdl v 48 mp/dL trong thiv gian didu tri I:rﬁng atorvastatin licu 10 mi,

Diéu trj biing atorvastatin véi lidu 80 mefngay lim gidm ding ké 1y 18 cde bidn ¢d tim mapch
chinh (434 bién cb & nhém ding ligu 80 mgigdy so vai 548 bidn cb & nhdm dimg lidu 10
mg/ngiy) clng vii gidm nguy co twong dbi 22%,

Atorvastatin 80 mg ldm pidm ding ké cic HENY COF Sl

Tiéu chi chinh ¢ ¢ nghla *“tfg""ﬂ":::ﬁﬁ;" “::{:q‘:':;s:" HR® (95%C1)

Tién chi chinh® n (%) n (%)
Bifn cff tim mach chinh diu tién 548 | 109 | 434 | 87 |0,78(0,69-0,89)
Téng hyp cic tién chi chink L.
INhdi méu co tim khing i vong, 308 6,2 243 4.9 | 0,78 (0,66- 0,93)
Bt quy (o vong va khéing tr vong) 155 31 117 2.3 0,75 (0,59-0,96)
Tién chi phy**
Suy tim sung huyét diie tién phai
B qf: ol S phdi nhip o | 33 | 122 | 24 | 074 0,59-099)

hifu thufit bic clu mach vinh diu tién

offc thi huft t4i thing mach kiric® 904 | 180 | 667 | 134 0,72 (0,65-0,80)
F]nu thii ngirc din tién G615 123 545 10,9 | 0,88 (0,79-0,99)
a Atorvastatin 80 me: atorvastatin 10 mg
b Tiéu chi phu khéc

* Tién chi chinh = tir vong do bénh mach vinh, nhdi miu co tim khng i vong, ngimg tim hi
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site thanh edng, v dit quy b vong vt khing U vong

*® Tiéu chl chinh khing bao gaﬁm ticu chi phy

Khodang tin edy cin cdc tiéu chi phy khéng dwge didu chinh khi so sdnh nhiéu

Khing théy sir khiic bigt cd ¥ nghia vé cée npuyén phiin gity tr vong gifta cic nhdm didu tri: 282
(5,6%) & nhém ding atorvastatin lidu 10 mp/ngay so vdi 284 (5, »7%) & nhém ding atorvastatin
licu B0 mg/ngay. TV 1é cdc dbi twong o vong do tim mach bao gbm b vong do bénh mach vank
v dOt quy tir vong it how vé s heong & cde nhim dilng atorvastatin 0 mg so véi nhdm ding
atorvastatin 10 mg. TV 1@ cde ddi tugng uF vong khing do tim mach nhiéu hon v& 56 logug &
nhdm ding atorvastatin 80 mg so vai nhdm dimg atorvastatin 10mg.

Trong nghién cim gldm céc téu chi bing céch ha tich cue lipid (IDEAL) dicu iri hﬁng
atorvastatin voi lidu 80 mg/ngiy so vdi diéu tr biing simvastatin 20 mp/giy dén 40 mppgiy
trén 8888 bgnh nhin 16 B0 twdi oo tidn st biénh mach vinh && ddnh gia nfa ob thé gidm duge
nguy oo tim mach. Bénh nhiin chi réu [ nam gidi (81%), da lri'ng (9%, cd tudhi trung binh li
61,7 whi va LDL-C trung binh 18 121,5 mp/dL ngiu nhién; 76% da tj iy biing statin, Trong
thir nghiém tién ciu, phin nhém nglu nhién, mé v dinh gig bign cb mi (PROBE), bénh nhin
dwrgre thee dai trong khodng thid gian trung binh 4,8 niim, n!lng dé trung binh eta LIDL-C, C-
todn phin, TG, cholesterol HDL-C va khng HDL-C ¢ tudn thix 12 Iin lwgt 13 78 mg/di, 145
mg/dL, 115 mgfdl, 45 mg/dL vi 100 mg/dL trong sudt qud trinh didu i bing atorvastatin 80
mg, vi lin luwgrt 1 105 mg/dL, 179 mgidL, 142 mg/dL, 47 mg/dL vi 132 mgfdL trong sudt qui
trinh didu trf bng simvastatin 20 mg dén 40 mg.

Khéng thily sir khic biét co v nghia gitin cde nhom diéu trj & tiéu chi chinh, 19 18 bién cb mach
viinh chinh diiu tién (bénh mach vanh tir vong, nhéi méu co tim khing o vong va ngimg tim hii
sire thanh cong ka 411 (9,3%) ¢ nham ding atorvastatin litu 80 mgfhpay so vai 463 (10,4%) &
nhdém ding simvastatin 20 mg/ngly dén 40 mgfngdy, 15 1& mi ro (HR) 0,89%, khodng tin ciy
(CI) 95% (0,78; 1,01), p=0,07.

Khéng thily sy khic bigt ¢d ¥ nghfa gitta cic nhdém didu trj 381 vai ur vong do moi nguyén nbin:
366 (8,29) & nhim ding atorvastatin 80 mg/giy so véi 374 (8,4%) & nhom ding simvastatin
20 mg/ngay dén 40 mg/ngiy. Ty I cdc d6i twomg timg 0 vong do tim mach hay khng lién quan
i tim mach twong ty phau & nhém ding atorvastatin 80 mg v nhdm ding simvastatin 20 mp
din 40 mg, .

Binh nhi

Tiing cholesterol miu co tinh gia dinh di hgp ti & bénh nhi tr 6 dén 17 wdi

M nghién cim 8 tudn, nhiin méa dé dinh gid duoe ding hoe, duge lwe hoe, db an todn vi kha
niing dung ngp atorvastatin duge tién hinh trén tré em v thidu nién bj Wng cholesterol mdu cd
tinh gin dinh dj hop tir 48 duge xéc nhin vé di trevén vi LDL-C ban die >4 mmol/L. Téng céng
39 1ré em v thiéu nién, tr 6 dén 17 wdi, duge ghi dinh vio nghign ci. Nhim A bao gm 15
ird em, lir & dén 12 wbi vi ed giai dogn ddy thi Tanner 1. Nhém B bao E,E:m 24 tré em, b 10 din
17 tubi vi Tanner= 2,

Ligu ban dfu cia atorvastatin 1 5 mg mdi ngay didi dang mdt vién nhai trong Nhom A i 10
mg mdi ngay dudi dang vién nén trong Nhom B, Lidu atorvastatin duge cho phép ting ghp d4i
néu mit ddi twgng chua dat LDL-C oge tidu 18 < 3,35 mmol/L vio wdn 4 vi néu atorvastatin
durge dung ngp 16t

Gid trj trung binh eta LDL-C, TC, VLDL-C, vi Apo B gidm mudn nhit vio tulln 2 cho it ci
cie ddi twong. Vi cic ddi trgng duge ting 1 glp 01, quan sat thiy con gidm thém som nhil
st 2 tuin, trong lin danh gid diu tién, sau khi ting lidu. Mire gigm phéin trim trung binh cia
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¢l thong s lipid & wrong tir & ca hai nham, bit kit cic dbi hugng liép tuc sir dung litu ban diu
hay tang liéu ban diu En gip doi. O tudn &, trung binh, thay d6i phiin trim 1 gis tei ban déu cia
LIDL-C v TC twong (ng I khodng 40% vi 30% trong cdc khodng noog d8 th nghitm.

Trong mit nghién ciu thar 2, nhiin md, mdt nhinh, 271 wré em wai v wé em gdi cb ting
cholesterol mau ¢ tinh gia dinh dj hop tr 48 duge chon v difu trj voi atorvastatin trong thivi
gian 16i da 3 ndim. Tiéu chi chon vio nghién eiu yéu ciu duge xic nhiin ¢ Eng cholesterol médu
co tinh gia dinh di hop tr va LDL-C ban diu >4 mmol/L (khodng 152 mg/dL). Mghién cira bao
pdim 139 tré em b piai dogn phét trién bénh & piai dogn Tanner | (Uwrdag tir 6-10 widi). Lidu
atorvastatin (1 Iim’ng_ay} khiri diiu 14 5 g (vién nhat) o teé dedi 10 tuok, Tré tie 10 wdi trd 1én
dirgre ding lidu khai diu 10 mg atorvastatin (1 lEndngay). Tt ci 1é em o6 thé duge didu chinh
dén ligu cao hon d2 dat myc tign < 3,35 mmol/l LDL-C. Lidu trung binh cho wé tir 6-9 i 1
19,6 mg vé liéu trung binh cho tré 10 tudi tedr 180 14 23,9 mg.

Mire LDL-C (+/- SD) ban diu 1 6,12 (1,26) mmol/L tie 1d khodng 233 (418) mg/dL. Xem kit
qué cudi cling trong bing dudi.

Dk ligu thu dwge cling cha lhﬂ:,' khiing co anh Inrdng cuia thude l1én sir ting tnndmp hodic sy phdt
trién (nhur chiéu cao, cin ndng, BMI, giai doan Tanner, dénh gid cia nghién cim vién v mire do
trwrdmg thinh v phdt tridn thng thé) & besh nhi va thifu nién cé ting cholesteral méu cé tinh gia
dinh di hop v dige ditu 1 v6i atorvastatin trong nghién cir kéo dai 3 nam. Khing c6 tic ding
ndio dwge ghi nhin theo ddnh gid cha nghién ci vién lén chitu cao, cin niing, BMI theo mdi
liode theo gidi tinh & mdi B thim khim.

Tiie dyng gidm lipid miu cia atorvastatin & nam vii ni thife nidn c6 ting cholesterol mdu
b tinh gia dinh dj hop tir (mmol/L)
9 TC LDL-C HDL-C TG Apo B
Thi didm (S.D.) (5.00.) (8.0 (8.1.) (8.4
B dhu 371 7,86 6,12 1,314 0,93 1,42
(1,30} (1,26} (0, 2663) (.47 R
- 4,95 3,25 1,327 0,79 0,90
Thing 30 (0,77)y* (0,67) (0,2796) {0,38)* (0,17)*
5,12 3,45 1,308 0,78 0,93
1 ET
hang 3BT 290 1 ogey | o8y | 02m9 | 04y | 20

TC= thng cholesterol: 5.0, = d8 keh chudin (standard deviation); LDL-C= cholesteral-C Iy trong

thiip (low densily cholesterol-C); HDL-C = cholesterol-C t¥ trong cao (high density cholesterol-

C); TG = triglycerid; Apo B = apolipoprotein B; “Théng 36/ET" bao ghm cd dit li¢u t6i lin thim

khim cudi ciing cho nhitng adi twgng k& thic tham gia sém trede mbe 36 thing dy kifn ciing

nhue dit ligu diy di 36 thing & nhitmg 45 trong tham gia di 36 thing; “**= N & Thing 30 cho sb

ligu ndy 13 207; “*** = N ban ddu cho sd ligu ndy 13 270; “**** = N & Thing IGET cho b ligu

nay 1 243; “#"= /L cho Apo B

Téng cholesterol mdu ed tinh gia dink df hop G & binh ahi te 10 dén 17 tudi

Trong mt nghidn ciu mil 30, d48i chimg gia dwge, tiép theo 13 mét giai doan nhin ma, 187 bé
trai vit bé gai di co kinh npuyét tir 10 dén 17 tudi (tudi trung binh 14,1) bj ting cholesterol mdu
et tinh gia dinh dj hop tr (FH) hofic ting cholesterol méu nghiém trgng duwoe chon ngfu nhidn
cho ding atorvastatin (n=140) hojic gid dige (n=47) trong 26 tuin vi sau do 1t ca déu duge cho
diing atorvaststin trong 26 win, Lidu atorvastatin (mdt Kn mBi ngdy) 13 10 mg trong 4 win ddu
tién vit didu chinh ting 1én 20 mg néu ndng 4 LDL-C > 3,36 mmol/L. Atorvastatin lim gidm 15
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é mong di thag C, LDL-C, triglycerid, vi apolipoprotein B trong huyél wong trong gini doan
mit ddi 26 twdn. Gig trj LDL-C dat durgre trung binh 14 3,38 mmol/L. (khoang: 1,81-6,26 mmol/L.)
trong nhom alorvastatin se voi 5,91 mmol/L. (Khotng: 3,93-9.96 mmol/L) trong nhdm gid duge
trong giai doan mi déi 26 tuin.

Mt nghién cim bd sung trén bénh nhi vé atorvastatin so vai colestipol & bénh nhéin bi ting
cholesterol méau tir 10 dén 18 wdi cho (hily ring atorvastatin (N=25) lam gigm b it LDL-C &
tudn 26 (p=0,05) so vai colestipol (N=31),

Mt nghign ciru tir thign 48 dwge thire hign rén bénh nhin bj ting cholesterol mdu nghiém trong
(bao Eﬁm ting cholesterol mau dj hop 1r) bao gﬁm 46 bénh nhi dwge didu i bing atorvastatin
duge didu chinh lidu theo ddp dmg (mt st d8i trong dwge cho ding 0 mg atorvastatin moi
nghy). Nghién ciu ndy kéo didi 3 niim: LDL- cholesterol gidm 36%.

Chara thit lp duge ddnh gid hiéu qua dai han cia ligu phdp atorvastatin trén tré em nhiim lam
gidim £y 18 Bdah it va i vong & giai dogn tordag thédnh,

13, Diic tinh dwge ddng hoc

Ciie diic tinh dwge dimg hoe vi Ehu]"éll bz

Hiip thu: - Atorvastatin duge hip thu nhanh chéng sau khi wong, nong dé dinh trong huyél
twong dat duge trong vong tr | dén 2 gid. Mire 43 hiip thu vi ndog 49 atorvastatin trong huyél
twong ting ty 1€ vai licu ding cia storvastatin, Céc vién nén ciin atorvastatin cho sinh kha dyng
bilng 95% dén 99% cia dang dung dich. Sinh khi dyng tuyét ddi cia atorestatin xap xi 1d 14 %
vii sinh khi dyng todn thin cho hogt tinh de ché men khit HMG-CoA 13 xip xi 30%. Sinh kha
dung todan thin lhirlp L do sy thanh thai & nidm mac dutmg tiéu héa va Modc do sy chuyén hoa
Vi ddu qua gan trirde khi véo twlin hodn chung, Mic di thire &n ldm giam 1y 1€ vi mic dé hép
thi cia thude Tin luogt xip xi 1d 25% vii 9% khi duge dénh gid theo ning d6 dinh trong huyét
tremg Copy vé dién tich dudi dudmg cong (AUC), nlumg higo qud giam LDL-C & tremg i nhan
béit ké 1a atorvastatin duge ding cing hay khing dimg cing vai thire in. Ndng dd atorvastatin
trong huyét twong thilp hem (xp xi 30% a8 vl Coue v AUC) khi ding thude vio budi ti so
wiri khi ding vao budi séng. Tuy nhién, hidu qui gidm LDL-C t nhir nhao bdt k€ 13 ding thude
viio thisi gian ndo trong ngiy (xem plifin Lin ding vi cich dimg).

Phin bii: -Thé tich phin b trung binh cda atorvastatin xdp x1 381 L. Ty ¢ giin két v6i protein
huyél tromg ciia atorvastatin > 98%. Ty 1§ gitta ndng d6 thullc wong hdng clw/ ndng d thude
trong huyét trong 1 xdp xi 0,25; ditu ndy cho thiy sy thim nhip kém cia thude vao trong hing
1T

Chuyén hod - Atorvastatin diwge chuyén héa ch véu thinh cde din xuit hydroxy héa tai vj tri
ortho vi para v cde sdn ]:lhﬂm ctin s oxy hoa & vi tri beta. Trén fn vitre, tic dyng (c ché men
khir HMG-CoA ciia cde chal chuyén haa hydroxy héa o vi tef ortho va para 13 tromg duong voi
the dyng ndy cia atorvastatin, Xp xi 70 % ciia cée hopt tinh fic ché trong tedn hoin d8i vdi men
khir HMG-CoA 14 do ctic chit chuyén héa e6 hogt tinh. Cée nghién et trén in vitro ggi ¥ tim
quan trong cia qué trinh chuyén han atorvastatin bai CYP 3A4 phit hop véi ndng d6 atorvastalin
ting cao trang huyét tromg & ngwdi sau khi ding ddng théi vii erythromycin, mit chit e ché da
bikt ddi véi isozym ndy. Cle nghién ciru trén in witro cling chi ra ring alorvastatin 12 mt chét G
ché yéu dbi voi CYP 3A4. Diing dbng thivi atorvastatin v6i terfenadin khiing Hm dnh hadng cd §
nghfa 1Am sing ndng 4§ trong huyét trong cba terfenadin, mit hop chit duge ehuyén hoa chi
yéu béi CYP 3A4; do 46 atorvastatin s& khing lam thay ddi ding ki 1én cic co chilt CYP 3A4,
(Xem phin Twomg tée, twomg ky cia thude), O ding viit, chil chuyén hoa hydroxy & vi i
ortho con trii qua qué trinh glecoronid hod,
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Thai trir - Atorvastatin va céc chifit chuyén hoa ciia nd dwge dio thai chi yéu qua mét sau khi
drgre chuyén hoa & gan v/ hofie & npodi gan; tuy nhién thude dudmp nhwr khéng e chu trinh tai
tudin hodn ruft gan. Thisi gian bén thii trung binh trong huyét tromg cla atorvastatin & ngudi 14
xfip %1 14 piiy, ninmg thivi gian bin thai cta hogt tinh tre ché dbi vai men kink HMG-CoA 1 20-
30 pidr do sy pop phiin cia ede chit chuyén hoa co hogt tinh, Dudi 2% cia litu ding atorvastatin
durgre tim thity trong medec tidu sau khi sbng,

Cihie nldm doi twgng diic big

Ngwiri cao tudi - Néng d atorvastatin trong huyét twong & céic dbi tugng cao wbi (= 65 i)
khod manh & cao hom Lxﬁp xi 40% ddi vl Cree va 30% d6i véi AUC) so vdi ngrdi iré tudi.
Mihiién cimt ACCESS nhiim dgic biét danh gid cdc bénh nhin cao Wi vé viée dat duge myc tiéy
ciin didu tri theo Churong trinh quic gia gido dyc vé Cholesterol (NCEF). Nghién cini niy bao
pdim 1087 bénh nhin < 65 tudi, 815 bénh nhin tén 65 tubi va 185 béah nhin tén 75 wbi, Khing
quan sal thily 6 sir khiie bigt ndo vé 4§ an todn, higu qua hay ty 18 dat duge mye tigo dico i
lipid gitta nhém bénh nhiin cao Wi vi nhém d6i twong thng quil.

Tré em: Trong md nghin ciu § tuldn, nhiin md, bénh nhi (i 6-17) & giai doan Tanner |
(N=15) vit giai doan Tanner > 2 (N=24) ob ting cholesterol mdu cb tinh gia dinh di hop tir vi
LIDC-C ban din = 4 mmol/L. diroe diéu tri véd vién nhai 5 hojc 10 mg hofic vién nén bao phim
10 hodie 20 mg atorvastatin mét Fin mdi ngdy, trong tmg. Khoi hegng co thé 1 bidn duy nhit
thay dii trong md hinh duge ding hoe trén qufin thé atorvastatin, DG thanh thii qua duimg udng
ciia atorvastatin & bénh nhi & tuong tr vél ngurdsi 1ém khi quy 88i theo mbi twong quan vé khibi
lwong co thé. Mirc gidgm phi hep véi LDL-C vi TC duge quan st thity trong khoing nding d
phai nhifm cla atorvastatin vi o- hydrocyatorvastatin trong nghién et

Gidi tinh - Nng di cia storvastatin trong huyét tuemg & phy it khic (cao how xdp xi 20% @bi
Vi Cong vt Dhilp hon 10% di v AUC) so v & nam gidi, Tuy nhién, khing cé s khic biél c6
¥ nghia ldm séng nio vé the ddng trén lipid gitta nam vi nd.

Suy thin - Béah thin khing c& anh hwimg trén ndng 49 trong huyét twong irén lipid cia
atorvastatin, Do 86, khing cln thidt phai didu chinh liu & cic bénh nhdn suy thin (xem phén
Lidu ditng vi Cich dimg).

Thim phiin loe méun: Mic dil cde nghién eiru cdn chira duge tién hanh & cic bénh nhin cd bénh
thiin giai doan cudi, numg khing du dodn 14 thim phin loc midu 6 thé lim ting ddng ké db
thanh thai ciia atorvastatin do thubc e 6y 12 gin két cao vai protein huyét tuong,

Suy gan - Ning dé trong huyél twong cin atorvastatin bi tng ddng ki (xdp xi 16 W dbi voi
Couwe ¥ 11 Vi dbi voi AUC) & céic bénh nhin cé binh gan min tinh do udng nrgu (Childs-Pugh
Logi B) (xem phin Ching chi djnh).

Tuwong the thude - Anh dmp eta cée thude duge chi dinh déng thisi (rén duge ddng hoe cia
atorvastatin cfing nhar dnh hwdng cha atorvastatin trén duge ddng hoe clia cic thutic duge chi
dinh ding thii dirge tm tht & bang duwdi diy (xem phin Cinh bio vi thin trong khi ding
thudic, vi phin Twong tde, twong ky cia thudc).

Anh hwimg cin cic thude chi dinh dﬁng thii trén divge dgng hge cia atorvastatin

Thude dwye chi djnh ddng thai va Atorvastalin
chié a4 lidu ,
Litn (mg) Ty BTy B
- AUC* | Cmax®
*Cyclosporin 5,2 mg/kg/ngdy, lidu &n | 10 mg QD" x 28 ngiy B,7 10,7
dinh
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“Tipranavir 500 mg 10 mg SD° 9.4 B.6
BID{ritanavir 200 mg BID®, 7 ngay
*Telaprevir 750 mg mdi 8h, 10 ngay | 20 mg SD 7,9 10,6
YBoceprevir 800 mg TID®, 7 ngay 40 mg SD 23 2,7
YLopinavir 400 mg BIDY ritonavir 100 | 20 mg QD x 4 ngay 5.9 4,7
mg BID, 14 ngiy
*‘Iﬁaquinnir 400 mg BILY Ritonavir | 40 mg QD x 4 npdy .9 43
400 mg BIDY, 15 ngdv
"Clarithromycin 300 mg BID, 9 ngdy | B0 mg QD x 8 ngly - 4_5_ = _r,,q—
* Darunavir 300 img [Imfriunnuir 100 | 10 mg QD x 4 ngdy 3.4 2.2
| mg BID, 9 ngay
"lirnconazol 200 mg OD, 4 ngiy 40 mg 5D 33 1,20
HFus.nmpn:nm'ir 700 mg  BIDY | 10mg QD x 4 ngay 2.5 2.8
ritonavir 100 mg BID, 14 ngiy
*Fosamprenavir 1400 mg BID, 14 | 10 mg QD x 4 ngay 23 4.0
ngdy
"Nelfinavir 1250 mg BID, 14 ngy | 10 mg QD % 28 ngiy 1% |22
"Nirde budsi chivm, 240 mL QD* 40 mg SD 137 | L16
Diltiazem 240 mg QD, 28 ngiy 40 mg SD 1,51 1,00
Erythromycin 500 mg QID®, gy | 10 mg SD 1,33 1,38
Amlodipin 10 mg, liéu dom 80 mg 8D 1,i8 | 091
Cimetidin 300 mg I, 2 tin 10 mg QD trong 2 tuin 1,00 |089
Colestipol 10 g x 2 linngdy, 28 tudn | 40 mg QD trong 28 tuin Khing | 0,74**
e
dinh
Maalox TC® 30 mL QID, 17 ngiy 10 mg QI trong 15 ngiy 0,66 |067
-] Efuvirenz 600 mg QD, 14 ngiy 10 mg trong 3 ngdy 0,59 1,01
"Rifampin 600 mg QD, 7 ngiy (ding | 40 mg SD LB |29
phidi hop) +
“Rifampin 500 mg QD, 5 nghy (lidu [ 40 mp SD 0,20 | 0,60
| rifng r€) T -
“Gemfibrozil 600 mg BID, 7 ngdy | 40 mg SD 135 | 1,00
*Fenofibrat 160 mg QD, 7 nghy 40 mg 8D 1,03 1,02

% Thé hign ty 18 giita céc lifu phip (ding ddng théi thudc khic voi atorvastatin so véi

atorvastatin dom dic)

" Xem phiin Cinhb béo vi thin troug khi dimg thude, vi phin Twong tic, ivong ky cia thude

v vé ¥ nghfa lim sing

* Bdo cio thiy AUC ting (ty 1& AUC 2,5 lin) vivhodic Coas (15 18 Crax 1,71 Hin) khi uing lugng
Iém mrdve burdi chiim (= 750 mL - 1,2 Lingdy).
** Ty 1€ dya trién milu don By vio 8-16h s khi uding

t Do co ché twong tée kép cia rifampin, khuyén cdo chi dinh ddng théi atorvastatin elng lic véi
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rifampin, do khi ding atorvastatin chiim hon sau khi udng rifampin s€ lim gidm ddng ké ndng
alorvastatin trong huyél trong.

1 Litu saquinavir phéi bop véi ritonavir trong nghin efu ndly khéng phai I liéu sit dung trén
lim sang. Mirc tiép xiie citn atorvastatin khi duye sir dyng trén lim sing c6 thé =& cao hom so v
nhitng gl dd duge quan sit trong nghién ciu ndy. Vi vy cin thin rong khi siv dung va ligu
Irgmig thilp nhdt chin thiét nén duge sir dung.,

1 Litu atorvastatin trong bing trén e 13 liu thie nghim. Khi sir dung atorvastatin trén thyo 1é
lam sang, vui long tham khio myc Liku ding vi efich ding.

“m{t Jin mi ngay
* hai lin mdi nghy
® lidu dom
ha lin mdl ngiy
“bin Fin mdi ngay
Anb hwimg ciia atorvastatin trén duge dgng hoe cia cic thube duye chi djuh diing thii
Atorvastatin Thude dirge chi dinh ding thi vi ché 45 lidu ding
Thude/Litn (mg) TV 1§ T B Cons™
_ AUC*
| B0 mg QD" x 15 nghy Antypyrin, 600 mg S 1,03 0,89
80 mg QD' x 14 ngdy | Digoxin 0,25 mg QD, 20 ngiy" | 1,15 1,20
40 mg QD x 22 ngiy Thube trénh thai dwimg udng
QD, 2 thing
= Norcthindron | mg 1,28 1,23
- Ethinyl estradial 35 g 1,19 1,30
10 mg 5D Tiprenavir BID
: a'ril::nwir lﬁ{:nrgaﬂlﬂﬁ T nphy 108 0,36
10 mg QD x 4 ngay T‘TI;;;rcmir 1400 me BID, 013 0.82
10 mg QD x 4 ngdy Fnsn;i:q-:rmwir 700 mg :
BID{ritonavir 100 mg BID, 14 99 0,94
ngiy

& Thé hign ty 1@ gira che lidgu phap (ding dong thdi thude khéc véi atorvastatin so vii
atorvastatin don ddc)

* Xem philn Twomg tde, twong ky cia thude v& ¥ nghta 1im sang

*mt Vin m&i ngy

" lidn dem

® hai lin mbi ngay

D 1igu an todn tién Fim sing

Tinh giy ung th, 4§t bién, pidm khi ning sinh sin - Atorvastatin khing gy ung thir irén
chuft clng. Lidu ding t8i da cao hon 63 lin so vai liéu ding cao nhit & nguid (80 mgigay) tinh
theo my/kg trong hrgmg co thé v cao hon 8 161 16 Hn tinh theo gid trf AUC {0-24). Trong m{t
nghién ciu kéo dii 2 ndim trén chudt nhit, t 1& mic u 1€ bao gan & chudt dye vi ung thr bifn méa
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té bdo gan & chuft cdi ting 1én khi ding liu 16i da, cao hon 250 Fin so vai lidu dimg cao nhit &
ngwisi tinh theo mg/kg trong Iuong co thé. Lagng thudc hip thu vio méu cao hon 6 dén 11 Ko
tinh theo ALIC (0-24).

Tht c4 thudc c6 cong thire héa hoe twong ty trong nhém nay da giy ra khii v & ¢ chudt nhit v
chudt cdng tai cdc lidn cao hom lidu khuyén cfo cao nhit ding wén Em sang tir 12 dén 125 ln
tinh theo mgfkg trong hegmg co thé.

Atorvastatin khing cho thiy khi niing gy dit bidn hofic kha nang gy bit thudme cln tric nhigm
sdc thé trong bidn x€l nghiém in vilre c6 holie khing co sy kich hogt trao @di chit hofic trong mil
xét nghigm in vivo. Ca hai xét nghi¢m Ames véi Salwonella typhimurinm va Escherichia colf vi
xét nghigm dit bidn gen hypoxanthine-guanine phosphoribosyltranferase (HGPRT) i vitro trén
1€ bito phili cila chudt hamster Trung Quée déu eho két qui dm tinh, Atorvastatin khéng giy ting
ding ké cde biit thuimg cia ohifm sic thé & xét nghiém o bio phii cia chudt hamster Trung
{Juﬂc in vifre ¥i &m tinh trong x¢é4 nghiém vi nhin i vitre cdn chodt nhit,

Khiing thiy eb tic dung khéng mong mudn trén khi niing sinh sdn hojic sy sinh sin & chudt edg
dyc ding liéu atorvastatin 18i da 175 mg/kg/ngiy holic trén chudl cdng cii ding lidu i da 225
mg/kgingay. Nhitmg lidu ding ndy cao gip 100 dén 140 Hn lidu khuyén cdo 18i da ding trén
ngurisi, tinh theo mg/kp. Atorvastatin khing giy ra tic dung khing mong wuba trén tinh tring
heiie cde thing sa tinh dich hojic trén mé bénh hoe oo quan sinh sin & ché cho dimg lidu 10
mg/kg, 40 mpkg hofic 120 mekg trong 2 néim,

14, Quy cich déng ghi

Hap 10 vix 10 vién

15. Didu kign bio quin, han dimg, tidu chufn chit lwgmg cia thube

- Bdo quin: Bao quén dudi 30°C, trinh doh sing.

- Han ding ciia thude: 24 théng ké tir ngdy san xuft,

- Tiéu chudn chit lwgng: TCCS,

16. Tén, dja chi, cor sir san xudt thube

MACLEQDS PHARMACEUTICALS LIMITED

Block N-2, ¥illage Theda, Post Office Lodhimajrn Tehsil Baddi, Distt. Solan, Himachal Pradesh
- 174101, An D,
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