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DE xa tim tay tré em.

Poc k§ husing din il dung trutc khi ding.

Thusdic ndty chi diing thea dan thudc.

THANH PHAN CONG THUC THUGC

Thanh phén hogt chift: Aorvastatin calcium 20 mp.

Thénh phén 14 duge: Lactose manohydrat, avicel, calc carbonat. celluose, s0dium, poly &0,
mapnesi staarat.

DANG BAD CHE: ViEn nén

Hliﬁ sin phdm: Vign nén mau tring hodc trdng ngd, hinh biu duc, hai mét vién tron, canh va thanh vién lanh Gn.

CHI BINH

Atorvastatin dugs ohi dinh i trg eho ehif o9 an kigng trong diéu tr| cho cac bdnh nhan Bl tang cholesteral toan ghiln (C - toan
phdn), chalesteral lipoprotein t trgag thép (LOL - C), i in B (apo B) va triplycerid (TG) v gidp Jam tang chatesterol
lipoprotesn ti trpng cao (HOL - C) & cdc biénh nhdn ting cholestersl mau nguyén phit (tng chodestarnl méu o tinh giz dinh di hop
il v khiing ¢ tinh gia dinh), tng lipid méu phdi hap (hn hap), (nhdm [ va 11b thee phin o cla Fredricksan), tng triglycerid
mau {nhdm IV, theo phin loal cha Fredricksen) vi & cic binh hdn e ri foan betalipagratein mdu (nham |11 theo phan loal
Fradrickson) mé khong o dip g ddy i vl ché df an.

Atorvastatin cling duoc chi dinh 8& im gidm C - teén phdn v LOL - C & cdc bénh nhdn m‘lmq cholesterol mi ¢d tinh gia dinh
dding hop .

Ou phing bif chiing tim mach

Bii vai nhing binh nhdn khang cb bifu An tm mach (CVD) O ring trén iAm sng, va nhing bdnh nhdn cb hode kndng co rdl
foan lipid maw, nhung cf cac yéu b8 nguy o cla bénh tim mach vanh (CHD) nhy hit thude. tang huy®t dp, ddi thao dudng, HOL - C
1hdp, hodc nhing bénh nhin tién sit gia dinh mic btnh mach vanh giai doan sfm, atorvastatin ugc chi dinh dé:

- Giim nguy co tifvang do bEnh mach vinh v nhdi mau co tim (MI).

- Gilm nguy co dit guy.

- Gidm nguy oo cho gud trinh tai thang mach va con dau thit nguc:

B vi nhilng bénh nhan cé bifu hign mach vanh rd ring trén Km sdng, atorvastatin dugc chi dinh 48

- Gidm nguy co nhdi mau co tim

- Gilim nguy 60 dat uy.

- Gim nguy co aho gud trinh 6 thang mach.

- Gim nguy cd phai nhidp vign do suy tm sung huyst (CHF)

- GiAm nguy co daw thit nguc.

Otré em (10 - 17 tudh)

Atorvastatin dugc chi dinh h trd cho ché d &n kiéng nhém lam gidm cholesterol toan phdn, LDL - C va apo B A tré em trai vi tré
M (il d3 ot kinh nguyét tir 10 - 17 tudi o tinh trang tng cholesterol méu cd tinh gia dinh di hop 1 vi sau khi diéu trj bing ché d)
n king thigh hop bé&nh nhin vn con nhiing 4o didm dudi day:

- Mi LOL - G vin = 190 mg dL hode

- M LOL - G viin = 160 mg/ dL va

+ Ca tifln sif gia dinh oo binh tim mach sdm hodc

+Ca it nhat 2 iy 18 nguy co tim mach khic.

LIEU DUNG VA CACH DUNG

Tting quat

Trutc khi 1i8n hanh difu tr] vl atorvastatin, sdn o8 ging kidm sodt tinh trang thing cholesteral mau bing ché 85 an hap Iy, thp thé
dyc v gidm cn & cac bénh nhdn béo phi v difu 1) cde benh 1 oo bén. C4c bEnh nhan nén duy tri chi &0 &n tigu chudn pidm
cholesteral trong gus trinh dify tri bing atarvastatin.

Liéu dung ndm trong khodng 10 mg d&n B0 mg mot tn mdi ngiy, C6 thé s dung cdc Nl atorvastatin vao bal ky thit gian ndo
frong ngay, co kém theo hay khiing kém theo thiic 4n. Lifu ding khii ddu va duy tri ndn dugc cu thil hoa chao timg binh nhdn tiy
{heo mie LOL - € ban ddu, myc tigy didu tri v ddp dng cla binh nhin, Sau khi kndl ddu didu tr) vi/ hodc trang gul trinh chudn lify
i atorvastatin, cn phan tich ndng Aa linid trong vong 12 dén 4 tudn va theo dd difu chinh lidu cho phil hep,

Tang cholesterol mau nguyén phat va tang lipid mdu phol hop (i hop): Phidn i cas bEnh nhan ddu duoe kigm soat vl ify
10 my atorvastatin 1 1dn mdi ngdy. Bap ing difu tri xulit Nifin ré ring trong viing 2 tudn vi dap dng 161 da thutng dat duge trong
viing 4 tudn, Dap img nay duoe duy tri trong gus trinh sii dyng 1y dii,

Tang cholesterol mau ¢ Uinh gia dinh déng hyp L; Hign chi co o féu gist han (xem phin B3c tinh duge e hoc),

Lifu ding cila atorvastatin trén bénh nhdn tng cholesterol mau o tink gia dink ddng 1 il 13 10 mg dn 80 mg/ npay. Trén
nhiing bénh nhin ndy nén ding atorvastatin phii hop vl cie liu phap ha lipid méu khao {vi dy nhu treyén LDL) hodc sit dung khi
khiing cin c4o ligu phip khda,

Phiing bénh tim mgch: Trang thil nghim chinh vé phang bénh fim mach, iy ding 1 10/mg/ ngay. Ca th tang liéu d8 dat ndng
At chotestersl (LDL - C) theo hung ¢in hign hanh,

Bénh nhi tang cholesteral mau

Vi#e sit dyng thufic trén biinh nhi chi nén duge thyc hign béi cac bic <7 o kinh nghifim trong difu trl Eang lipid méu 8 bEnh nhi vi
cin thuing xuy@n Einh gid 10 trinh difu trj,

Wi cic bénh nhidn bj ting cholesterol mdu co tinh chit gia finh df hgp t0 10 10 twdi rd 1&n, 1y khoi df khuyén cio cla
atorvastatin 1 10 mg mi ngdy (xem phén Bae tinh duge e hoc). C6 thé tang Iy hang ngay 1&n dén 80 mg theo mi: dap img
v khd nang tung nap thudc

Cin didu chinh iy ding trén timg 861 tng bénh nhin fhea muc tigu diéu tr khisln cio. Coc 0ot didu chinh phai due tht hiln
thep céc khodng thai gian il 4 hudn tri 180, Vide diéu chinh liéu ding dén 80 mg mél ngdy dugc can cd trén Al ligu nghidn ciu 8
U 10N v dil iy Bm sang han ché b cde nghiBn ciu trén tré em bj ting cholesteral mdu of tinh gia dinh df hop ti (Xem phdn
Tdc dyng khitng mong mutin cia thudc v Bae tinh duge e hee)

Ca it dif fiBu vé an todn va higu qud tritn 178 em b) tang cholesterol mdu cé tinh gia dinh 8 hop 1t 6 d8n 10 tufi thu duge fir céc
nghin ciu nhdn md. Atoreastatin khong dupc chi dinh didu trf cho binh nhin dutk 10 tudi. DI i hign o6 duge ma 1 trong phan
Téic dyng khiing mong mnn’n ciia thutic, BFe linh duge e hoe vi Bic tinh duge d8ng hee nhung khing co khuyen céo vé lidu
dimg.

Céc dang bao ché/ ham lugng khac cé thé thich hip hon ehe nhom bénh nhan ndy.

Sir dyng trén bnh nhin suy gan: Wén thin trong khi s dung atorvastatin & cac bénh nhn suy gan (xem phin Canh bdio va thin
trgng khi diing thudc v Bdc tinh duge ddng hoc: Cdc nhdm 08l wigng ddc bigt). Chiing chi dinh s dung atorvastatin trén
nhiing Bénn nhin co B8k gan tién trién (xem phin Chdng chi djnh)

$if dyng trém binh nhin suy thin: Banh thin khing m dnh hiting dén ndng of atorvastatin trong huyét tang hay mit: 4 giam
LOL - G cia atorvastatin. Do 06 khiing cdn phai didu chinh ligu & céc bénh nhn niay (xem phin Cinh bdo va thin trong khi diing
thuic).

$if dyng tréin nquitii cao tubi: D3c tinh vé an todn va hidy gua cla thubc & nhilng bEnh nhdn trisn 70 i sl dung mic liky khuyén
£d01a tuang 1y s0 w0l nhdem a8 tugnp tng quat (xem phdn Bac tink dege ddng hoe: Cac nhim 48] wgng dde bigt).

Ding phil hop voi cdc thutie khdc:

@ bnh nhdn ding cyclosparin hodc chit Oc chd protease HIV (ipranavir va ritonavir) hodc ehit dc ché protease vigm gan ©
(telaprevir), nin trinh difl tri bAng atorvastatin

(énih nhan bi HIV ding lopinavir ke hop i ritonavir, nén thin trong khi ke toa atorvastatin v i dung iy cén thist thdp nhit.
¢ bénh nhan dimg clarithromycin, ittaconazol hodc @ banh nhan bl HIV ding ket ngp sagquinaidr v ritanavir, darnavir v
ritonavir, losamprangvir, hodc fosampranavic va rtonavir, digu ir bing atorvastatin nén @1 hgn { #u 20 mg v néin cb danh gid
{m sang thich hop 08 ddm bio s0 ding lu atoreastatin cin 1hilt ihp nhat,

{ bitnh nhan ding chit dc chi protease HIV |4 neffinavir hodc cht dv chd protaase Vi gan C k& bocepravir, diy trj biing
atorvastatin nén gioi han & fifu 40 mg v ndn co danh gid 1am sang thich hop dim bao i dyng 1y atorvastatin cin thist thip
nhidt {xem phén Cénh bae va thin trong khi dimg thutic: Anh hudng trén cd xang, vi Tang téc, tigng ky cia thudic).

Hoic theo ohi din clia Thily thuc.

CHONG CHi BN i

Chdng chi dinh atorvastatin & céc bénh nhin cé:

D man cAm wii bat o thanh phin ndo cia thulc.

BEnN gan tign 1rin hay ting dai ding khing gidi thich dup: transaminase huyét thanh vue aud 3 Kn gidi han rén cla mic binh
thaiting (ULN), hode & nhitng binh nhiln: G4 thal, dang cho con bd, hay od khi nang mang thal ma khiing sif ding céc bign phip
triinh thaf ddy dll. Chi sif dung atorvastatin cha phy nil & 0 tufi sinh s3n khi cic binh nhin 46 chidc chin khing mang thai va sau
Khi 013 0uge thing bio vE cac ri ro o thE ¢6 dil v phai thai

CANH BAD VA THAN TRONG KHI DONG THUGE

Anh hutling Irén gan

Ciing nhu edc thudc ha lpid khac ciing nhém, sau khi didu tr bing atorvastatin d3 cb bdo cic v trubing hop tAng transaminase
nyét thanh & mic 8 via phai (vuot qud 3 [En idl han trén cia mic binh thubng [ULN]). Chic nang gan dd duge thea 681 trong
cAC ngnin ciu m sAng sif dung atorvastatin wi c4e lifu 10 mo, 20 mg, 40 mg va 80 mg trudc khi cng nhu sau khi dua thudt ra
thi trudng,

Tang dal ddng transaminase huy® thanh (vugt qud 3 1 gidi hgn trén cla mic binh theting (ULN) 8 2 bay 3 in doj xut hidn &
0.7% cdc bénh nhan sl dung atorvastatin trong cde nghign ciu m sang ndy. T7 18 xudt hidn cic xét nghim bat thuing nay kn
Tt 18 0,2%:; 0,2%:; 0,6% va 2,3% tuong ing vi¥ cdc 118y 10 mg, 20 mg. 40 mg va 80 mg. NRin chung cac triting hdp ting men
gan ndy khdng fién quan 191 ving da hay cac ddu hisu hoje triéy ching 1Am sang khdc. Kni gidm lidu atorvastatin hay ngdt quang
hay ngimg difu trj bing atorvastatin thi transaminase trd i nhy mic ban diu trudc khi di ). Phin 160 cdc banh nhan Ll e
duic didu trf bling atorvastatin vdi iy giim xufing ma khang &6 i ching néo.

Giln 4m xit nghigm enzym gan truc khi b4t ddu difu tri bing statin cling ntwt khi Hink trang m sang yéu cdu. Cac binh nhan co

orlip 20

Atorvastatin calcium... 20 mg

transaminase tang cin dugi theo dii cho dén khi sy bt thubing ndy duos gidi quyt. NEu ALT hay AST tang cao han 3 1dn giti han trén
clia milz binh thuting mit cach dal ddng, cén gidm lifu hay ngiing i dyng atorvastatin. Atorvastatin oo th gdy 1ng ransaminase (xeam
phdn Téc dyng khiing mong mudn cia thulc).

Nén thin trgng khi sif dyng atorvastatin & bénh nhdn wing nhidu rugu i/ hodic o 1in sit binh gan. Chdng chi dinh sk dung atorvastatin
£ho cic biinh nhdn ¢6 biknh gan tién tri€n hay ting transaminase dai ding kndng gidl thich duge (xem phin Chifng chi dinh)

Anh huding trén co xring

4 66 bdo t40 dau £ b cdc binh nhin sl dung storvastatin (xem phin Tée dunp khiing mong mudn cia thudc). Nen xét nghigm
sreatin phosphakinase (GPK) trubc khi didu trj trong nhilng trubng hp: B loan chik; ndng thin, nhug gidp, tién sif ban than hogc tisn
sit gis dint mide binh oo di truyn, tién s bi bénh co oo sit dung statin hodc fibrat trut a6, tign U b| Biah gan &/ hodc ubing nhity rug,
ndnh nhin cag i {> 70 tudl) o6 nhiing yéu 18 nguy od bj titu covin. NEukét qud GPK > 5 ln giol han trétn mic binh thuting, khing nén
41 0du didu tr| bling statin. Bénh ca, dutc xc dinh I dau oo hay yé od oo kim then tang creatin phosphokinase (CPK) > 10 1n gidi han
1) i mik binh thubing (ULN), cn duc xem xét & bt kj bBah nhn ndo cd dau co lan tha, nhay cdm dau hay y&u oo var hodc ting
dang kil CPK. C4n khuyn binh nhan bao céo ngay nBuho bj dan, nhay cam dau, yiu co kiing gidi thich dugc, d3c bigt (& o kem thes
mét mdi hay stt. Nén ngimg dif tri vii atorvastatin i st hign CPK ting ddng k& hedc ndu cb chdn dodn hay nghi ngtt cb bénh cd.
Nouy co it hifin bann ¢ trang qué trinh dify 1rj vl cac thudc thube nhom ndy s8 1ang 1n khi ding ddag this vii cyclosparin, din chat
acid fibric, erythromycin, niacin, céc thudt khang ndm nham azol, colohicin, telaprevir, boceprevir hodc phi hop gidla tipranavir/
ritonavir. Niiu thudc trang 56 cac thuc trén i chd chuydn hoa ti cytochirom PAS0 3A4 vt hadc gud trinh vin chizgn thudc. CYP 3A4
{4 isazym ddu tidn clia gan dugc bigt co tham pia chuyén hoa sinh hoe atorvastatin, Céc bdc i khi xem xét vidc difu tr| phdi hop gidia
atorvastatin va cac din chat acid fibric, gemfibrozil, erythromycin, cic thiic de ché mifin dich, cic thuc khing ndm nhom azol, hiy s
dung thudc ha lipid méau niacin ligu cao {> 1 g/ ngay), colchicin cdn clin nhdc han trong cdc 1ol ich va ril ro 6 the cd va ¢an theo di chit
chE cdc bénh nhin vé cic du higu vi trifu ching via dau oo, nhay cim dau hay yéicd, dac bigt 2 trong nhilng thang déu cia dot diéu tr
ik trong Bt ky gial doan dléu chinh (80 tang 180 ndo cls cd hal thee. Do vay, cn phii can nhdc (i6u kndi ¢l va Ky duy frl thip hon khi
chi dinh dfing thi atorvastatin vl cac thac A8 cap & trén, Khdng ndn sl dyng 03ng thl atorvastatin va acid fusidic, vi viy kayén cio
nging tam thti atorvastatin trong ki ding acid fusidic (xem phdn Tuung tc, trang ky ciia thuic). Trong céc tnh huling ndy, ob thi
cin rhde vige xic dinh djnh ky creatin phosphokinase (CPK), nhung khong cd dim ban chdc chin rang vigc theo di nha viy s@ gitp
ngdn ngia dupe binh cd trdm trong. Atorvastatin o thé gdy tang creatin phosphokinase (xem phin Tac dyung khong mong mufn ciia
hufic).

Ciing nhif cc thubc khéc trong nhdm nay, 03 of bao cdo (rat hifim) céc tring hop tidu hiy oo van kim thea suy thin cdp thit phat sau
myoglobin nigu Tign sir suy thin cé thé 1 1 yéu 18 nguy ca gay 1ang tity hiyy co vin. Con kifm sodt chit chi dnh hubing 48 vdi ca xutng
trén ahiing bénh nhn ndy, Cin ngimg tam this hodc nging hin vide difu tr] bing storvastatin & bt ki béah nhan ndo o cic finh trang
op tinh, nghigm trong gl § rfing ¢ bnh cd hodc b yéu 18 i ro 0 dua d8n suy thin thir phat sau tidy hiy ca vin (W dy: nhifm khudn
c&p tinh ndng, gidm huyft dp, phdu thudt 1n, chin thuong, cae réi loan vé chuyén hoa, ndi fift vi dign gidi ndng va céc can dfng kinh
khiing dudc kigm sodt).

Bt quy xusl huyst

Phén tich post - hoc cisa 1 nghign clu 13m siing irén 4 731 bénh nhan khing ca bénh mach vinh, da bj ajt quy hay o6 can thigu méu cuc
b9 thadng qua (TiA) trong & thing trudc 86 v bit déu ding atorvastatin 80 mg cho thily 1 1§ 86t quy xudt huygt & nhom ding atorvastatin
B0 mg cao han so v nhdm ding gid duge (55 bénh nhin ding atorvastatin so vii 23 bénh nhan ding gié dugc), Bénh nhin bj dit quy
gl haydt trong danh séch duiing nhu cd nguy ¢d tang ot guy xust huyét tai phat (7 bEnh nhin ding atorvastatin so vl 2 binh nhin
ding gid duge). Tuy nhidn, nhiing bignh nhan didy trj bing atorvastatin 80 mg, bt ki logl 05t quy rdo (265 50 voi 311) va biénh mach
winh (123 50 90l 204) difiu 1t g&p han (Xem phdn D4c tinh duge lye hoe: DOL quy t4i phat)

Chifc nang nii tiEt

3 ¢ béo cao v ting mic 4§ hemoglobin A1c (HBATC) vi dudng huyt khi 06 vii cao thBc Oc ché man khil 3 - hydrowy - 3 -
methylglutary! - coenzym A (HMG - CoA), k€ ci storvastatin. Tuy nhiln, nguy oo tng dubing hay8t ugc ha thip do gidm nguy co mach
mdu vl nhém statin,

Cdin can nhdc khi ding thudic thube nhdm statin trén bénh nhdn cd nhilng vty 15 npuy oo din dén tn thudng ca. Thulic thude nhom statin
b nguy oo ply ra cdc 1ac dung khng mong modn dél val b cd nhy 120 co, vigm cd, dBc bigt vi cic bEnh nhin cb vEu 16 nguy co nhu
ténh nhin trén 65 tudi, binh nhan thidy ndng tuyén giip khdng dugk KEn: sodt, binh nhin b bgnn thin. Cin theo 001 chat che cas i
dung khing mong mutn trong qué trinh dimg thudc.

Trushc khi didu trf, xét nghibm creatin kinase (CK) nén dupc tiéin hanh trong trtmg hop o6 ki nitng xdy ra tong tic thosc va trén mit of
d6i tugng bEnh nhan d3c bigt. Trong nhdng trubing hop nay, nén cdn nhdc iol ol nguy ca va theo ddi bdnh nhan trén IAm sing khi sit
dung statin. Trang qud trinh didu tr bing statin, bénh nndn cdn tang bio cha béc s! khi o cic bifu hign vé ca nhu dau oo, clng oo, yéu
o6 Khi ¢t cde bidu hién nay, bénh nhin odn 1am xét nghidm CK 0 ed céc hign phap can thifp phis hop.

Bidu tri ddng thoi vii cac thuic khic

Mgy co tigu co win ting 18n khi atorvastatin dugc cho ding ddag thil v mit 8 thubc o thé lam tann Mnn b alorvastatin Imng ru,dt
tuang nhu cht i ché manh cia CYP 3A4 hodc protein van chuyén (i di cyclospor|

vl chdt dc ché proteass HIV bag pm rilonavir, lopinavir, atazanavir,

Indinavir, dannavir_ 1 Nuuy o m&c bénh vé co cnnn ch thil tang 18n khi ding ding this gemfibrozil va edc dlin xult acid fibric khac,

bocepravir, erythromyein, niacin, ezetimib, telaprevir hodc k&t hop tipranavin/ ritonavir. Néu cd thé, ndn xem xét céc (igu phip khic
{khiing tusng tac) thay vi cAe thie ny.

Trong cac truiing hop edn cho ding ddng thi cic thudc niy voi atorvastatin, nén can nhic thin trong i ich v nouy co ciia vige didu tr
déing this. Khi bénh nhdn duge cho ding cac thuc lm ting ndng dd atorvastatin trong huy8t tudng, nén ding 1u atorvastatin 15i da
thip hon. Ngodi ra, trong truting hop ding chit dc chié CYP3A4 manh, nén cin nhic ding liéu khii ddu atorvastatin thdp hon va nén theo
il k4m sing thich hgp eho cic binh nhan nay (xam phén Tuong tic, tuang ky ciia thulc),

Khiing ding ddng thal atorvastatin vii cac chi phdm todn thin cia acid fusidic hodic trong vang 7 ngay sau khi ngung didu trj bling acid
tusidic. & bénh nhin cin s dung acld fusidic 1oan thin, nén ngung difu tri bing statin trong sullt thii gian didu tri bing acid fusidic. D3
©d béo cio bi tiku oo vin (bao gdm mét s8 tring hop t vong) & bénh nhin dudc cho dismg ket hop acid fusidic va statin (xam phdn
Turang the, Iiong ky ciia thutic) Khuydn binh nhan nln tim kifim tviln y 46 ngay néu ho cb bt ky tridu ching nao nbu yéu cd, dau hodc
‘targ nhgy cam {dau khi tifp xic)

Bl ri bdng statin cb th duge tip e by ngdy sau i€y acid fusidic cul ciing.

Trong céc truing hop ngoal 19, n cdn ding acid fusigic todn thin kéo dai, vl dy nh A8 dida trj nhidm trimg ndng, chl nén cin nhic
dimg ddng thii atorvastatin v acld fusidic trén ting trubng hop cy thé va duti sy gidm sat y 8 chiit cha.

Binh ahi

Knding quan 541 thify cd dnh hudng 14m sdng ddng ke ndo I&n sy tang truing v trudng thanh gidl tinh trong mdt nghite ciiy 3 nam dya
trén dinh gid s¢tnibing thanh va phiat trién tdng thé, dant gid theo giai dogn day thi Tanner, v do chiflu can vé clin ndng (xem philn Tée
ding khiing mang mutin cia thude),

Banh phii kit

Cdc trufing hop dic bit b bénh phili ki da duoe bdo cdo vii mot S8 statin, 026 bigt 4 khi difu tr| kéo diy (xem phdn Tdc dyng khiing
mong mulin cila thule). Cic ddo difm tigu bidu et 1h sao gim thésddc, ho khan va suy gidm sikc khoe ting thé (mét mdi, gidm can va
56t). NEu nghi ngi mat bénh nhiin da xudt hién bénh phii kd, nén ngung ding statin.

Lign quan dén ta duyic lactose: Do co t durk lactose trong thanh phin, khing nén sif dung & bénh nhiin cd van o4 vl dung nap tactose,
ity byt men lactase hode bi rii loan hip thu glucose - galactose.

SU DYNG THUOT CHO PHY NO CG THAI VA CHO CON BO

Chéing chi dinh atorvastatin trang thai kit mang thal. Phu nil cd khd ndng cd thai nén sif dyng cac bikn phap ngit thai ddy ¢l Chi s
dyng atorvastatin cho cAe phiu nl & 8 1wl sinh 530 nifu céc bénh nhin iy chic chén khdng cd thai vi sau khi 03 dugc thing bio vé cic
iR o oo thi iy ra o voi phi thal,

Chaing chi dinh atorvastatin trong théi gian cho con bd. Con chua Dt 1i$u thulc ndy ca dudc bl gl gus sia me hay khing. Do cd khi
nang xullt hifn cde the dyng khdng mang misdn cho tré dang trong thil ki b me, nén cic ba me dang O dung atorvastatin khang nén
cho can bi.

ANH HUBNG CUA THUGE LEN KHA NANG LAI XE, VAN HANH MAY MOC

Chua dugc bt

TUONG TAC, TUONG KY CUA THUGT

Tugng téc thufic

Anh busing el ¢4 thidc dng d6ng thil vt atorvastatin

Atorvastatin dupe chuyén héa bii cytochrom P450 3A4 (GYPIA4) va i mdt co chit cia protein vin chiyén, vi dy nbu protein vin chuyén
chift hdp thy i 18 biao gan OATP1BY . Vide ding déing th vii cdc thudc 1 chdt i chi CYP3A4 hodc proterin vin chuyén o thé lam
ting nfing &9 atorvastatin trong huy 8t huong v ting nguy co bj bénh ca. Nowy oo cling cd thé ting 18n khi ding ddng thi atorvastatin vai
cde e khde oo khi nang gdy binh o nhw cae diin et cla acid Nbric va ezetimib (xem phdn Canh bdo va thin trong khi ding
thuic).

Chdt o ohi CYPIAY

C4c chal (e ché CYP3AL manh g3 dupc ching minh Km tang o rét ndng 80 atorastatin [xem Béing 1 v thing tin cy th bén drﬁa Nsn
tranh dimg dfng thil céc tode dc chf CYPIA4 manh (vi du cyclosparin, tali
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hetoconaznl, voriconazol, ltraconazol, posaconazol vé chl o ch protease HIV baw gdm cd ritonavir, lopingvir, atazanavir,
indinavir, darunavir..) néu 66 thé, Trong truing hop khding thé trinh visc diing dfing thi cic thudic rdy vl atorvastatin, nén xem
xat gidim Jigu ki ddu, 160 1 da vA nén theo 6 1dm sang thich hgp cho bénh nhan (xem Bang 1).
Cae chit de ché CYP3AA trung binh (vl du: in, ditiazem, v ot thé ting niing d4 atorvastatin
trang huyit tuong (xem Bing 1). B3 quan sit thay nguy co bi bénh ca tng 1&n khi ding srythromycin ket hp Wi statin. Nghign
cla tuong téc dénh gid &nh hufing clia amiodaron hodic verapamil 1Bn atorvastatin chua duge tign hanh, C3 amiodaron v
verapamil déu duge bift 12 4o ché hoat dong cla CYP3A4 vi khi che ding ddng thai Wi atorvastatin ¢b thd 1Am tng mic phos
nhifm clia atorvastatin. Do dé nén cdn nhdc gidm liéu 6 da atorvastatin v nén theo g3l lim sng thich hop choe bénh nhin khi
diing ddng thi vl chilt o ché CYPIA4 vita phal, MEn theo dii im sanp thich hop sats khi b41 ddu hode sau ki diéu chinh liéy cia
chit i ché.

Chitcdm dng CYPIA4

Diing dding thi atorvastatin véi chit cam iing cytochrom P450.3A (vi dy; efavicenz, rifampin, St John's Wort) co thé kim gidm
ndng df atorvastatin trong huygt tuong. Do co che ong tie kép cia rifampin (cam ing cytochrom P450 3A va protein vin
chiygn ciia 16 bao gan OATP1B1), nén dimg cing lix atorvaskatin vis rifampin, vi khiding atorvastatin mudn hin sau khi ding
rifampin 43 din dén gidm 3 rit ndog & atorvastatin trang huyEt tuang. Tuy nhidn, chaa bigt dnh hubing clia rifamain |&n ndag 46

[Nen gidm 18y ki Bhu v thea déi lim sang
e bk rhin ndy. Lidu storvastatin khang
iy it it 20 mig abarvastatin méi ngay
irung therl gian ding dhng thérl i bacenmevi

Boceprevit BOD mg TID, T ngay. 40 mg SO 23

a: Bl th| 1 W gilta cdc 1igu trinh khac nhau (ding thude khac ddng thil véi atorvastatin so vil chi ding ridng atorvastatin).

b: %em phidn Canh baa va thdn trong khi ding thudic vi Tuang tae, tiang ky ciia thulic 48 bigt § nohia 1am sang

¢ Chiza t6i thid 1 thanh phén c chi CYP 344 v cd the tim ting néng A5 thutic trong huy8t tuong dugc chuysn hoa bdi CYP 3A4.
Wing mit cdic 240 mi nube bubi chism ciing lim gidm 20,4% AUC cla chat chuydn hba orthohydroxy cd hagt tinh, Lugng Kn nude butl
chism (tr8n 1.2 L ml ngdy trang 5 ngay) 13m tang ALIC cla atorvastatin 2,5 14n va AUIC clia chat Oc ché HMG - CoA reductase b hoat
tinh (atorvastatin va chit chuyén hda) 1,3 (dn.

d- Ti 1@ duige tink trén mt mAu duy nhit 1y vao 1oc B - 16 1iBng sau ki ding huc.

0D = mét 1in mi ngdy; SO = lidu don; BID = hal [4n mBi ngay; TIO = ba tn mdi ngéy: QID = béin 1én mbi ngay.

Bang 2: Anh hutmg cia atorvastatin 1&n dige dng hoc cila cae thudc khéc khi ding adng thin

alorvastatin trong t bio gan va néu khing thé tranh ding dfing thH 1 nén 1heo dil ot cha A8 dat duoe hiu gué & binh nhan. = 5
Chat e chEprotein vin chuyén Ator vi | Thuéc duge ding déng thei
Chalt (c chE protein van chuyn (vl dy cyciosporing oo th Iam ting mie phol nhilim toan than cle alorvastatin (xem Bang 1), phac do liéu Thuée/Ligu (mg) Ti I8 AUC* Khuyén cao lam sang
Ghua bidit dnh huing cika protein vin chuydn cla 1 bao gan lén ning 4 atorvastatin trong tf hao gan. N khbng thé trinh vige
dimg dding thisi thi néin glam lifu va theo 481 1Am sang dé dat dugc hifu gud {xem Bing 1), 80 mg OD trong 10 Digoxin 0,25 mg OD, 115 Nén th@o dai thich hop bénh
Gamfibraail/ cde din xudt cia acid fibric 1 ngay 20 ngay nhan ding digoxin
Diing rigng céc fibrat o8 khi cOng ddn d8n clc bih cff Mn quan d&n oo, bao gbm cd 1Ay oo vn. Nowy co pdp céc bifln o nay co
It tang 1én khi dimg abng thoi cie din xudt ciia acid fibric vis atorvastatin. N khiing 1hd trénh vide ding dng thai thi nén Thuéc tranh thai qua
disng iéu thip nhat cla atorvastatin df dat duge myc tiy diéu tri va bénh nhan nén duoe theo d6i thich hop (xem phén Canh béo 40 mg OD trong 22 i?ng ubng OD, 2
v thgn trong khi diing thuic )
.E:mr‘m':' . : J ngay - mmthl indron 1 mg 1.28 L Khuyén céo cy ihé
Vi sil dyng don e ezetimib o6 the din 08 céc bign ¢ Lién quan dén co, bao gim Bl co van. Do 46 nguy £a g3p cic bisn cf | - ethinyl estradiol 35 ug 119
nity o thif tng I&n ki ding abng thid vii ezetimib v alorvastatin, Nan theo 63 im sing cdc binh nhan ndy mdt cach thich
hegp. 80 mg OD trong 15 "Phenazon, 600 mg 1,03 Khoing €6 khuyén céo cy thé
Coestipal ngay sD
Néing dd trang huyEt tuong cla atorvastatin v cac ot chuyi hia oo hagt tinh cla s gidm xiing (1 1§ ndng 4o in: :
0,74) kivi cho ding 88ng thal colestipal i atarvastating Tuy nhitn, &nh hudng Bn lipid can han khi ding diing thal atorvastatin va Tipranavir 500 mg
colestipol 5o vl khi ding don 4de mat trong hal thudic ndy | 10 mg SD BID/ ritonavir 200 mg 1,08 Khong cb khuyén céo cy thé
Acid fusidic BID, 7 ngay
Nguy c0 bi bénh co bao gim 18 co vin cb th tEng 18n ki cho diing abng thl acid fusidic todn thin vl statin. Chua bist co ché =
i g W ndy (66 1 dues 1 hos hay dugc ddng hoc, hay & hai). B o6 bdo cdo bi 1y ca v {cd ¢4 1 58 tnding hop ti 10mgODtrong4 | Fosamprenavir 1400 073 | Khong cé khuyén cdo cu thé
vong) & e binh nhan ding k&t hop cac loai thute ndy. ngay mg BID, 14 ngay i
NEw cin didu te| blng acid fusidic todn than, nén npimg diéu tr| bing atorvastatin trong sot qué trinh difu trj bing acid fusidic I Fosamprenavir 700 =
o |1 4
E—;‘m’:n st b b ng;:g ODxong mg BID/ ritonavir 100 0,99 Khaing cb khuyén céo cy thé
Mg di cac nghifin ciu tudng tac gilla atorvastatin va colchicin chua dugc thyc hign, g3 of bio cao cdc truting hep bj bénh o khi mg BID, 14 ngay I

ding Afing thisi atorvastatin v colchicin va cn thin trong khi ke toa atorvastatin v colchicin

Anh hufbng cla atorvastatin 150 cc thudc khde duge cho ding ding théi

Digasin

Khi diing déng thal nhigu liéy digoxin v atorvastatin 10 mg, néing A3 digoxin & trang thi dn djnh ting nhe. B4nh nhin ding
digoxin nén duge theo o thich hop.

Thudt trdnh thai ding dudng udng

Cho dimg diing that atorvastatin vl 1 thubc tranh thal ding gua duing wling 1am ting ning db norethindron va athiny| oestradiol
trong huyt iong.

Warfarin

Trang mft nghién cou 1m sang trén béah nhin dugs diu tri bing warfarin 13y dal, cho ding déng thid atorvastatin B0 mg mbi
nghy vii warkarin Wm gidm khodng 1,7 gidy thi gian prothrombin trong 4 ngay ddy ding thudc, mic nay tnd |3 binh thuting
frong ving 15 ngdy difu tr| biing atorvastatin. Mae di chi rat him cac truing hop tikng tac chiing dong dang k& vé m sing
duge biéo ¢, vAn nn xdc dinh thol glan prothrombin trute khi bt ddu cho ding atorvastatin & bénh nhin dang ding chat chiing
chiing coumarnin vi & mie o di thuing suyén trong 198 gian 8u digu i 38 didm bio khing co thay ddi 6 rt vl thal gian
prothrombin, Sau khi 4 ghl lai thés gian prothrombin 8n dinh, ¢ thé theo dal thil glan prothrombin dinh ky thea khuyén cda...
thubng quy cho bénh nhan dang ding chit chilng dng coumarn. NEw thay dd) l&w atonvastatin hode ngung ding atorvastatin thi
phii t3p lai quy irink tuong hy. Vige difu trj bing atorvastatin kbang lin quan 88n chiy mau hodc thay ddi théi glan prothrombin &
biénh atdn khang ding thubc ching dang.

Bénh nhi:

Céc nghién ciu tuong tic thudc chi mdi duge thyc hign trén ngu o, Chea i mde df tutag te & binh nhi. Cdc tng e duge dé
cp 0 trén cho ngudl ki vé céc cinh bdo trong phidn Canh baa va than trong khi ding thufc cin dudc xem xét cho bEnh nhi
Turing tac thide

Bang 1: Anh hutiing ciia céc thudic ding adng thisi 1én duge dong hoe ciia atorvastatin

Thube Srpe cho ding déng this vi phic 6 lidu Aboryastatin
Ligu {mg) Ty 1 AuC! Khuybn cao 1m sang
Tipranavir 500 my BIDI Fetanawi 200 mg BID, B gy |40 mg vio gy 1.10mgl o,
Ingdry 14 - 21) e ngy 201 Trang sty hep cin cha ding diieg i
kning diing qua 10 mg
 Talapresir 650 mg oh, 10 ngdy 20 mg, 5D 13 mirvastalin i ngay. NEn Mea a5 1Bm sang.

Ciclasporin 5.2 mg/ k! ngay, Mu dn dirh 10 mg GO oy 28 gy 87

Trang Wutmg hirp en i e

Lopinavic 400 mp BIDH Ritonavir 100 m BID, 14 ngdy |20 mg 0D tong € gy 58 .,:mmq:mwm
. & cac qua 20

Clartromyon 500 mg BID, 8 noay e e I e ]

[Saquinavir 400 mg BID/ Riioreir {300 mg BID e ngéy 5
7, tng ién 400 mg BID vitc ngay 8), ngay 4 - 18, 30 phin |40 mg OO rong 4 ngdy 39
[3au kha ding ator<astatin

Trang Futmg hip cla cho ding dlng i

Danunavir 30 myg BIDV Ritonayir 100 myg BID, 9 ngdy 10 mg 0D rong 4 ngay 34 ?m;lﬂmﬂum"‘l‘::lﬂ
mg. nién theo d& Wm sang cic bénh nhan

firaconazol 200 my OO, 4 ngly 40 g S0 v | nay

| Fosamprenavir 700 mg BEY Rfonasir 100 mg BID, 14 -

gy 10 mg O rong 4 ngay 8

|Fosampranavir 1400 mg BI0, 14 ngay 10 mg 00 roeg 4 rgdy 23

Neffinsvir 1.250 mg BID, 14 ngdy 10 mp OB rong 2B nghy [ 174 [Xhding b khuylin cdo cu thé

[ reir wieg Pt lirgeng e s bt

- Biu thi 116 gilla cac 1igu trinh khac nhau (diing thudc khac d6ng thal vii atorvastatin so véi chi ding riéng atorvastatin)

b: Cho disng éng this nidu 4y atorvastatin va phenazan cho thiy anh huling khing ddng kE halic khang cd &nh huling <6 th nhin
ihiy 14n 6 thanh thisi cla phenazon.

00 = mijt Ién mdi npdy; SO = lifu dan; BID = hai &1 mbl ngdy

Tuwng ky thutie: Khing 4p dung.

TAC DYNG KHONG MONG MUGN COA THUGC

Trang o0 (@ nghign el 1m sing cd kidm ching gid duge trén 16,086 bénh nhitn (8.755 nguti ding atorvastatin so vii 7.311 ngubi
diing gid dugic) difu tri trang khodng 1k gian trng binh 53 tudn, 5.2% bitnh nhdn ding atorvastatin 83 nging thudc do cde tic dung
Khing mang mudn so vl 4,0% bénh nhdn ding gi@ duge,

Dya trdn o0 18y 1ir cde nghiin ciu 18m sang va sau khi thie I hanh fng i bang sau day trinh by c4c B dung khong mang mudn
ciia atorvastatin,

Tén sudt tic dyng khang mong mudin udie tinh duge phin log theo quy vhc sau 83y: Thiling gap (=1/100, < 1/ 10), It gép (= 1/ 1.000,
<1/ 100), higm gap (= 1/ 10.000, < 1/1.000), rét hifm g3 (< 1/ 10.000), chisa biéit (khng uBec tinh dusc tit o figw sin ca),

Migm triing va nhidm ky sinh trilng; Thigng gde: Vidm mil hong

Rei foar midl v g Bach huyet Higm gip: Gidm gy cl.

Adi loar hi midin dich: Thubing gdp: Phin dng 4 ing; RAL hidm gap: Qus mdn,

Adi foan dinf duting v chuydn hda Thuiing gip: Tang duting huy#t [ gip: Ha duting huyét, tang cén, chin dn.

Adi foan tam thin: it glp: Az ming, mdt ngd

Rai foan he thin kinh: Thubing gép: Bau ddu; [t gap: Ching mat, dj chm, gidm cim gidc. logn vi gidc, mat tri ahit; Hm gap: Bnh
thin kinh ngoai bién,

60 foan mdt: [t gap: Nhin ma; Hifim gp: REI loan th] gec.

Adi loan tai vi tai trong: [t gip: U tal; Rt hidm gdp: Gidm thinh gidc.

A agn he nd hdp, ngue va trung thit Thutng gip: Bau hong - thanh quin, chiu miby cam.

86 loan hd tidu haa: Thubing pap: Téo bin, ddy o, kha tigy, budn nn, tigu chiy; [t gie: Non, dau byng e va bung dudl, 0 hat, viem
.

Adi loan gan mat: |t gip: Vigm gan; Him gip: U mat; Rét higm gip: Suy gan

R loan da v md dudi da: [t gap; May day, phit ban trén da, ngda, ryng toc; Higm gip: Phimach thdn kinh, vitm da bing nutc ban
gdm hng ban da dang, hol ching Stevens - Johnson va hoai 1 bidu bi nhifm dic.

R logn I ca xufng wA md lign kit Thubng gap: Bau oo, dau khap, dau chi, co cing ca, smg khip, dau lung; It gp: Bau cf, mdi co;
Hifém gap: Benh 6o, vitm cd, 14w cd van, chén thuong gan, dsi khi bign ching thanh dit pin; Chua bist; BEnh cd hoal W do miln dich,
6 foan hé sinh sdn v tuydin v REL hilim gdp: NI hda tuytn v,

RGi foan tadn thn v finh trang fai chd dang thudc: 1t gap: Knd 8, suy nhute, dau ngut, phii ngoai bign, kigt sirc, sot

Xét nghigm

Thubing gap: Chic ning gan bt thuiing, tang creatinin kinase huy@t; it gip: T4 bao bach cdu trong nudc ik,

Chng nhung véi cic chit dc chE HMG - CoA reductase khic, 03 ¢ bio cdo tng nbng d0 transaminasa trong huyEt thanh d bénh nhin
duic cho diing atorvastatin. Cao thay ddi nay thuting nhe, thodng gua vi khtng cn gidn doan difu irj. Transaminase trong huyEt
thanh ting rd rét v 13m sang (> 3 1N gigi han trén binh thitng) & 0,8% bénh nhin ding atorvastatin. Tinh trang ndy cb Wn quan
8 lidu va ca thé hdi phyc & 1t ¢l cde bEnh andn.

Mithng 00 creatin Kinasa (CK) trong huyét thanh ting hon 3 1n gk han trén ciia midc binh thuting 8 2.5% bifnh nhin dimg atorvastatin,
fuing b cdc chdt dic chil HMG - CoA reductase khic trong thit nghiém 13m sang. Géc ndng a0 can han 10 in khodng trén binh thubng
3 8 0,4% bénh nhidn duge didu tri bing atorvastatin (xem phin Canh béa va thiin trong khi diing thudc),

Bénh ahi

Céc binh nhl 1ir 10 déin 17 twdl dupc dide trj bing atorvastatin o dic didm tac dyng khbng mong mudn nhin chung tuang ty niu béah
nhin ding gid dupc, et tic dung khiing mong mubn thubng gap nhdt quan 4t thiy 0 ¢ hal nhom, bt kE dupe danh gid da nguyén
ahdn nao, déu [ nhim tring. Kndng quan sat thiy tae dong ding ki Wl 1Am sing 1&n sy ting trung va tng thanh gidi tinh dugc
then i trong mit nghién cin 3 nim dia trién d4nh gid sy truing 1hanh v& phat trifin t8ng thé, dénh gid thea giai Goan ddy i Tanner,
vii do chidu cao va cin nang, B3c tinh an todn vi khi nang dung nap & bénh nhi clng fuong tu nhu ddc tinh an todn o4 bist cia

Nt buor chiam, 240 mi OCF 40 mg, S0 (514 | vt = storvastatin & ngubi in.
. o G Gos8 dil (19 v an todn 1m sang bao gdm di liguan todn cia 520 binh ahl duge cha diing atorvastati, trong dd 7 binh nhan < 6 tui,
S kb bt s b i iy - s i g0l : =
Ditiizam 240 mg OO, 28 rgly 10 mg. S50 181 . nbnl;'uuﬁiMsh\gr.h:beﬂh 121 bénh nhﬁnh]'Sﬂ!nEhﬁ.v:.‘ﬁEHnﬂnnanmﬂﬂn1rn|5|.Theuﬁ]ﬁ6ucds£1.th1ﬂnm Ingi v ik € nghigm trong ol
[nhain ity mos cach thich hep citt tc dyng khbng mong mun d tré em K g i nhu & nguai kin
Cdi e dyng khang meng mudn sau ddy 0F duge bdo cdo vai mit s statn;
Erythromyen 400 mg GiD. 7 ngay 10 mg, 5D 133 Nﬂ:‘:m;:ﬂﬁ'“m“h”" ~ Rl loan chic ndng sinh duc.
- Trdm cam
oo 10 g P o L 1B R Jeinic o Wyl 660 ay - Ciie trubng hop ngoal 18 méc bénh phti k, dc bibt 14 khi dif tn 64 han (Xem phin Canh b va hgn trgng khi diing thutic)
Cimetidin 300 mg QI0, 2 ibn 1 mg 8 rang 7 hadn 100 | [Knong co kiwydn cao oy thd - Dl thio dubng; T4n sult 53 phy thude vio vile cd hay khing co cde yiu i nguy cd (duting huyél Kic 66 = 5,6 mmol/ L, EMI » 30
Cotestioot 10 g BID, 28 wbn 140 mg 0D rong 28 1udn | 074 | [Kntng co ki odo oy thé kg, tang triglycerid, thfn sirbj tdng huyét dp) 3
. A o - ! 2 Thiing bio cho b 57 cde t4g dung khéng mong mubn gap phai khi sif dung thudt.
mﬂmp; mn"f: “:r"“"“"" 10 mg OO rong 15ngay [ 066 [Kndng cf khuydn cdo cy QUA LIEU VA CACH XU/ TR
: e Khiing £ didy irf dde hitu cho trtng hop qud ligy atorvastatin, Ny it hign qué 8y, cdc bénh nhin cin dues diu trf triéu ching v&
Efviranz 600 myg OD, 14 ngay 10 mg trong 3 ngdy 058 | [Khang et khuyén cao oy thé 1 hdnh cdc bign phap hA tro néy cdn. Do atarvastatin gdn ket manh vil protein huydt wong, nén tham phan tgc méy knd cb khi
[Rifampin $00 mg OD, 7 ngdy (cho ding Sbng inot) |40 ma 50 112 s LR AT nang lam tang ding kE 4 thanh thai cia atorvastatin
rein cha ding eing ke vis sonastatin wri DA TINH DUGC LUC Hoo Lo + L .
Ritampin 600 mg OO, & naly (Il riéng bigt) 40 mg 50 020 || [fampn, o8 Bieo di Bm siey Alorvastatin calct 1 thudt ha lipid mdu ting hap, n6 14 1 chak dc ché men W,:MG - CoA, Men nay xix tic cho sy bidn dbi cla HMG -
- = Cod thinh mevalonat, mft bude s6m v guy8t dinh vl mic 40 trong qud trinh 1dng hop chalesterct
Gemfiteczi 800 mg BI0, 7 ngdy Prp— ol xm:&kmﬂwmudwmw Co chE e dung
[ar g Wb Kl 0B va e o8 A dg) Atorvastatin 1 mot chét Oc ché canh tranh va chin loc men khil HMG - Co, mit man quylt dinh vé mic d8 trong qua trinh 1ng hop
il il ) iR 193 | |cac béoh nhan by chuyén ddi HMG - Ca thanh mevalonat, mot tidn chl cia cdc sterol, bao gém ca cholesterol. 0 c4c bifnh nhan c6 tang

cholesterol mau c6 tinh gia dinh d8ng hop 1 va di hop 6, cdc thé tang chalesteral méu khing cd tinh gia dinh, va il logn lipld mau
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¥l hop, atorvastatin 1im gidm C - todn phiin, LOL - C vi apo B, A
thip (VLOL - C) vi trighycerid, v lam ting nhe HOL- G

A lam giam vt lipoprotein huydt tuong bling cch dc chE men kil HMGE - CoA reductase va qud trinh tfing
hop cholestaral & gan va bing cdch m ting 56 lugng cac thy thE LDL tal gan trén 18 o b8 mat of [am thng qua trinh tha hdi v
chuyén hoa LDL.

Atorvastatin m gidm gua trinh sin xudt LOL v 58 iong c&c 1ifu phan LDL Atorvastatin im tang mant v duy tri hoat tinh cés
thy thé LDL ki thes cac thay 6 o6 Ioi vé chélt lugng cla céc tiéu phan LDL I thiing. Atorvastatin o higy qu trong viee gidm
;[;t d cic bgnh nhan cd tang chalestercd mau cd tinh gia dinh ding hop tl, nhim A8 tugng hating khing dép dng vl c4o thude

i g T,

Atorvastatin va m: 56 chilt chuyén hda cia nb cd hoat tinh dus 1 8 npudl. Vi iri e dung chil yéu ciia atorvastatin 1 & gan, day
nail chis yllu g hop chalastarol va dao thii LDL - G Higw gud gidm LDL - © uang quan chit chi vl [y thudtc si dyng hon 13 vii
nfing 86 thudc trong tudn hoan. Cn dua trén dap ing didu tri dé cu th hoa lidu ding che timg bdnh nhan (xem phin Lidy ding
va cach ding)

Trang mit nghign cid mang tinh chat 1l thign trén cde binh nbin & ting chalesteral miu ca tinh gia dinh ddng hop 1, phan in
c biénh nivin ddp dng vii lidu 80 ma atorvastatin Wil mie df glam LOL - G i han 15% (18% - 45%),

Trang mft nghién ciu dénh gi dap ing theo iy, atorvastatin (10 - 80 mg) tm gidm cholesterol toan phén (30% - 46%), LOL -
C(41% - 61%), apaB (34% - 50%) val TG (14% - 33%). Cdc ket qud ndy duy 1l in dinh & cdc bénh nhdn ¢ tang cholestaral may
o tinh gia dinh di hop i, cdc thé tang chotesterol miu khing ot tiah oia @ v4 ting lipid mau hiin hdp, gim cé cic binh nhin
diii thao duiing khiing phy thds insulin,

 cdc bénh nhan b tang triglycerd mau dan doc, atorvastatin Em olm cholesterol todn phdn, LDL - G, VLOL - G, ApoB, T6 v
cholesteral khing phai HOL - € v3 Bim tang HOL - C. 8 cac 5énn nhan co il loan betalipopratein midu, atorvastatin Em gidm
cholesterol lipoprotein t trgng trung binh (10L - C).

O cic bénh nhdn ot ting lipoprotein méu nhom 1a v 1ib thes phin jogi cia Fredrickson, dugc thu thip 1 24 nghién clu o6 g8l
ching, tf 1¢ tang HOL - G trung binh tinh theo phén trim so vl milk ban ddu d&i voi atorvastatin (10 mg - 80 mag) 14 5,1% dén
8,74 thea cach thic khing phy thube theo ifu. Nposi ra, khi phin tich céc di fi8u the duge néy d& cho thiy co sy giam 1 18 theo
ligu mdt cich dang k& vé cdc 1 s cholesterol toan phiin/ HDL - € vl LDL =G/ HOL - G ifin lugt nm trong cic khodng tit-29% dén
~44% vi bt -37% déin -55% mit edch tueng dng.
Ahnh hung ciia atorvastatin 1én cé bidn of thisu méu cye b va 1 14 1l vong t8og cing 8 dugc nghién cu trong nghién ciu
pidm thigu mau cuc b co tim bdng cdch ha tich cue cholesteral (MIRACL), By I3 mdt nghign ciu da trung tm, ngdu nhign, mi
8, c6 kim ching v i dugc triébn 3,086 bénh nhan ¢4 hdi ching mach vinh cdp: dawthdt ngue khing dn dinh hay sl maw co
tim khiing cd song 0. Cac bénh nhin duge didu tri bing ch df cham s6c chudn, Ban gim ci ché dd 3n, vas hodc atorvastatin 80
mg mdi ngdy hodc gid dugc trong khodnag thil gian trung binh 4 16 tufn. Misc LDL - C. cholesterd! toan phin, HOL - © vé
trigiycerid cubi cing I&n ki g dng 14 72 mgy/ dL, 147 mg/ dL, 48 my dL, 139 mg/ dL & nham sii dyng atorvastatin va 180 gt
15 135 mo/ dL, 217 mo/ dL, 46 mo/ dL v 187 mg/ dL & nhom ding gid duge. Atorvastatin lam gidm dang k& nguy oo cic bign of
thifi miu cyc b va 1 8 1 vong khodng 16%. Lam gidm déng kd nguy co phdi 13l nhip vign vi dau thit ngye kem theo bing
ching ré rang cis thiflu méu cuc b4 co tim khodng 26%. Atorvastatin lm gidm nguy co thify méu cuc b va 18 17 veng dén mét
mifc d6 nhuf nhau & 141 ¢ cac mifc LOL - G ban ddu Ngodi ra, atorvastatin cling [Am gém nguy co thifiy mau cue b va 1 18 tivong
dén mit mik 49 nhu nhau @ cac bénh ahin cb nhil méu cotim khdng cb séng 0 va cic bah nhan o6 con dau ik ngue khoing dn
dinh, cing nhw & ¢4 nam va nil. va 4 cic biah nhan < 65 wii cling nhud cdc bilnh nhan > 65 Wi

Phiing ngifa bifn chiing fim mach

Anh tuing cia atorvastatin n bénh mach vanh til vong va khiing tif vong dugc dénh gid trén 10.305 bénh nhin tang huyét dp
trong di) tufh tir 40 diin B0 (trunp binh 63 i), titic ddy khing co nhdi miy od tim va oo néng d3 C - toan phin {TC) < 6.5 mmol/
L {251 mgy dL} trang nghién ciu ASCOT - LLA {Anglo - Scandinavian Cardia Outcomes Trial Lipid Lowering Arm). Ngodi ra, cic
bénh nhén od it nhilt ba trong 58 cdc yéu t nguy co vé tim mach (CV) dudi ddy: nam gidi trén 55 tudi, ht thudc, bj binh dai théo
duang, tifn s BEnh mach vanh oo méi quan bé bic 1 v Banh nhan, cholesteral toan phén: lipoprotein i trang cag (HOL) > B,
benh mach ngoal biltn, phl dai thift trdi, ¢o bénh mach ndo tif trudc, dign t3m 68 (ECE) dic trung bt thubng, protein nitu/
albumin nigu. Trong nghisn city oo kigm ching vl gid duoe, mi dai nay, banh nhan duoe iy tri bng cdc thidc hg huyét 4p
(B2nh nhan khiing bj binh dai théo dusing oo huyEt dp dich < 140/ 90 mmHg, bénh nhin bi bénh dai théo duting oo huyél &p dich
<130/ 80 mmHg) va due chi dinh atorvastatin 10 mg mai ngay {n = 5.168) hodic gid dugc (n = 5.137). Nghién ciu ASCOT - LLA
(1A ditng lai s0m hon sau 3.3 ndim thay vi 5 ndm do tic 80ng cla vigc diu trj atorvastatin so vis gid duoe vugt qua nguing of §
nghia trong ddnh gid e gian chuyn tisp. Ngodi ra, byt &p duge kidm sodt 15t v tuong ty trén nhiing bénh nhin duge chi dinh
atorvastatin va gid dugc. Nhing thay 081 ndy tén tai trong sut this glan difu tri

Atorvastatin lm gidm mic 89 cia cde hign tuong saie

in cdng fam gidm ip 1l trong rdt

Giam Sé bién cb
Cac bién céd o (%’] Y | (atorvastatin so véd | Gidtrip

- — gid dugro)

Bién cb mach vanh (bénh mach vanh tir vang va nhoi

b e tier Khdig 1 vong) 36% 100 s0 vin 154 0,0008
Céc bidn e tim mach bt ky vA qua trinh 14l théng mach 20% 389 s0 véi 483 0,0008
Cde biégn cb mach vanh 29% 178 s0 vin 247 0,0006
B4t quy iy vang va khiing tir vong 26% B9 s0 vai 119 0,0332

* M3 o 146 odm dot guy i vang va kiding 1 vong khiing dat 19§ mit o ¥ nghia dutic x4c dinh trutic (p = 0.07), xu hubng khi
quan duic quan sat thiy vt 1§ gidm nguy cd tudng d6i 26%.

Tit vong chung va it vong lign quan 10 tim mach gidm khdng dang kE mac di quan s41 thaly s huting khi quan

Treag nghién ciu vai trd cda atorvastatin trén ddl thdo dubing (Collaborative Atorvastatin Diabetes Study - CARDS), vai trd cia
atorvastatin &l wii bénh tim mach tif vong vA khiing tif vong dutc ¢nh gid trén 2.838 bénh nhiin i i 40 - 75 b ddi thao
dubing typ 2 khdng cb tién si b&nh tim mach va mic LDL < 4,14 mmol L (160 mg/ dL) va TG < 6,78 mmol/ L (600 mg/ dL).
ThErm vio dd, 1t cd nhiing bénh nhdn 4 cb it nht mot trong nhing yéu 16 nguy oo sau: Tang huyEt dp, dang hit thule, bénh
wiing mac. atbumin nifu thdp hodc albumin nigu cao.

By & nghitn el oplu nhign, mi A8, da trung tam co ki¥m ching bng gid dusc. trong do bénh nhn duwc chi dinh
atorvastatin 10 mg mBi ngay (n = 1.428) hodic gid duoc (n = 1.410) trong thili gian theo 46 trung binh 3.9 nim. Do higu qué dify
1r] cala atorvastatin 1&n tidu ehi chinh qu i ring ndn nghién ciu CARDS ket thic 2 ndm sm hon so vl dy kifh

Céc tac dung gidm nguy co tuang 06 v tuydt dd cla atorvastatin duge trinh by niv duti day:

| Gidm nguy S6 bién cé
Cac bién cé cotirong | (atorvastatin sovai,  O@ i P

| a6i (%) gia dwege)

Céc bién cd tim mach chinh (nhéi mau co tim |

tir vong va khong t vong, nhéimau cor tim thim| |

lang, tr vong do bénh mach vanh cép, dau | |

thét ngye khéng dn dinh, phau thuatbiccdu | 37% 83 s0 véri 127 0,0010

mach vanh, nong mach vanh qua da, tai thdng

mach, ddt quy)

Nh&i méu co tim (nhéi mau co tim t vong va 1 42% 38 50 V& B4 06,0070

khéing td vang, nhdi mau co tim tham 1ang) !

DOt quy (10 vong va khéng tir vong) | 4% 21 50 vo7 39 0,0163

Khéng o bdng ching vé sy ki nhau trong didu tri dnh hubng bis gidi, tudi hode mic LOL-C

Bidm nguy oo tuong dai b veng 27% (82 truting hop 1 vong 8 nhom gid dupg <o vai 61 truting hgp 1 vong & nhdnh difu 1r]) duge
quan s&t vili gitk han co § nphia thBng ke {p = 0,0582). Ti 1§ 16ng quét clia nhilng tic dung ob hai hodc nhilng tic dung cf hai
nghiém trgng tudng i gilla cac nhém didu tri,

Vifa xa djng mach

Trong nghidn cdu Ingl bé vila xo ding mach bing cdch ha tich cut cholesterol (REVERSAL), tic dting cia atorvastatin 80 my vi
pravastatin 40 mg d0i vii x0 vila ddng mach vanh duc danh gid bing s6ag sidu dm ndi mach (IVUS) trang khi chip X - quang
migeh mdu trén nhing bénh nhan cf bénh mach vinh. By 14 thir nghiém 1im sang ngliu nhign, mi di, da trung t4m, oo kifm
s0dt, 502 bénh nhan co stag siu dm ndl mach & mie co bin tal thil @dm 18 thang. Trang nhém diing atarvastatin (n = 253), sy
thiy @6 phén tram frung binh ti mae g ban trong tag thd tich voa xa dng mach (téw chi nghien cou ddu tien) 13 -0,4% (p =
0,88) & nhim dimg atorvastatin vi «2 7% (p = 0,001) 0 nhdm ding pravastatin (n = 249). Khi so sdnh vii pravastatin, hiju qui
tie diing cla atorvastatin cd § nghia thdng ké (p = 0,02)

f itéim diing atorvastatin, LDL-C gidm xuting mic trung binh 2,04 mmel/ L + 0,8 (78,8 myg/ dL = 30) i mik ca ban 3,89 mmel/
L +0,7 (150 mg/ dL = 28), & nhom ding pravastatin LDL - C giim xudng mdc trung binh 2,85 mmolf L +0,7 (110 mg/dL + 26) tir
mil co ban 3,89 mmolf L 2 0,7 (150 mg/ 6L + 26) (p < 0,0001). Alorvastatin cing lam gidm dang %€ C - toan phin 34,1%
{pravastatin; <18,4%, p < 0,0001), gidm néing 0% TG trung binh 20% (pravastatin: -6,8%, p < 0.0009) vé gidm api B trung binh
39,1% {pravastatin; -22,0%, p < 0,0001), Atorvastatin ting HOL - C trung binh 2,9% (pravastatin; +5,6%, p = NS), Protein phin

iing C (GRP) gidm trung binh 36,4% & nham ding atorvastatin so vl gidm 5,2% & nham ding pravastatin {p < 0,0001)

B an todn va dung nap cis 2 nhim didu irj o th so sdnh duge.

DGt quy i phat

Trang nghién i phing ddt quy bing chch ha tich cuc cholestarol (SPARGL), d4nh gid hidu qud cla atorvastatin 80 mg mbi ngdy hodc
gid duic tréin 4.731 bénh nhin bl 8it quy hedc thigu mdu cue bO thodng qua trang B thang tride vi khing cb tién i binh mach vanh,
Nhilng bénh nhin nay 60% k& nam gidi , tir 21 dén 92 wdl (trung binh 53 i), cd miks LOL trung binh 14 133 mg/ dL (3,4 mmal/ L),
Néing dé trung binh cla LOL - G 13 73 mg/ dL (1,9 mmol/ L) trong qué trinh didu trj bing atorvastatin va 129 mg/ dL (3,3 mmol/ L} trong
qud trinh difu tr| bing gid duge. Thi gian theo dai trung binh 14 4.9 ndm,

Atorvastatin 80 mg Eim gidm nguy oo cia i chl chinh: 86t guy b vong vi khdng il vang 15% (1 8 ris ro (HA) 0,85, khodng tin cdy (C1)
5%, 0,72 - 1,00, p = 0,05 hoic 1 1§ ris ro (HR) 0.84, khodng tin cdy (C1) 95%, 0,71 - 0,99, p = 0,03 sau khi didu chinh cho céc yéu 1l co
bén) 50 vt gia dugc. Atorvastatin 80 mg Wm gidm dang ké nguy oo cdc bign ¢ mach vinh chinh (1 18 rid ro (HR) 0,67, khodng thn ciy
(Cl) 95%, 0,51 - 0,89, p =0,006), bt ki hign tugng bénh mach vanh ndo ( 1& rli ro (HR) 0,60, khodng tin cdy (Cl) 95%, 0,48 - 0,74, p <
0.001) v qud trinh ti théng mach (4 14 ril ro (HR) 0,57, khodng tin cdy (C1) 95%, 0.44 - 0,74, p <0,001),

Trong mét phin tich post - hoc, atorvastatin BO myg Iam gidm 118 89t quy thifu miu cys b (2181 2.365, 9,2% sowii 274/ 2.366, 11 6%,
o= 0.01) vi ting ti 18- dit quy xult huyst (55/ 2 365, 2,3% so vdi 33/ 2.366, 1,4%, p = 0.02) s0 vai gid dupc, Ti 18 dit guy sung huyst it
vong gifing nhau gilia cc nhdm (17 noudi ding atorvastatin so vét 18 nouii ding gid dupc). Duan sét thiy nguy oo cac bign o tim mach
gidm {1t i c4c nhdm binh nhn diing atorvastatin 80 mg ngoal tris nhilng bénh nhitn khi tham gia nghién ci co 03t quy it huyét v
@ ot dit quy vt huyét ti phat {7 nguis ding atorvastatin so voi 2 ngubi ding gid dugc)

Nhiing ah nhan diéu trj bing atorvastatin 80 mg bi A9t quy 1t han, & 13 bt ki loal A0t quy 14 (265 npudt diing atorvastatin so vl 311
iUl ing gid dudc) vi b cac bign of mach vanh it non (123 nguis ding atorvastatin so vdl 204 ngubi ding qid dupc). T1 19 ti vong ndi
chung t tuang f nhau gila cc nhdm difu tri (216 nguti dimg atorvastatin 5o wil 211 ngui ding gid duoc), Ti N todn b céc the dung
i giing nhau gilta cic nhom didu tr,

Phong ngira thif phat céc bién e lim mach

Trong nghién ciu diéu trj cac myc 8y mdi (Treating to New Targets Study - TNT), hifu qué coa liéu atorvastatin B0 mg/ ngay so vai
atorvastatin 10 mg/ ngay trén cac bidn citim mach duge danh gid irén 10,001 ddi tugng (94% da trdng, 81% nam gidl, 38% bénh nhin
= 65 tubl) cd biéu hién 13m sang bénh mach vanh va trudg ddy da dat duge mide LOL - © < 130 mg/ dL sau kil ding atervastatin 10 mp/
nigdy trong 8 tudn. Cic bénh nhdn nay dupz chl dinh ngdu nhién My atorvastatin 10 mg/ ngdy hodc lifu atorvastatin B0 mg/ ngdy v theo
tha ian diu trj trung binh 4.9 ndm. Néng dd trung binh LDL - G, G - todn phin, TG chobesterol HOL vi cholasterol kiving HOL vie tufn
12 M et 1 73 mo dL, 145 mg/ dL, 128 mgf dL, 98 ma/ dL vA 47 mg/ dL trang thii gian dif tr| bing atarvastatin 16y B0 mo va n
bt 12 89 mg/ dL, 177 my/ dL., 152 mg/dL, 129 ma/ dL va 48 mg/ dL trang thii glan didu tri bing atorvastatin 10 mg.

i 1r Bing atorvastatin voi lidu 80 mgy ngiy 1am gidm déng ki 1118 cic bifin cff tim mach chinh {434 bifn of & nhém ding l6u 80 mg/
ngay 5o vill 548 bién of & nhom ding gy 10 mg/ ngiy) cling i gidm nguy oo fuong 681 22%.

Atorvastatin 80 mq lim gidm ding k cac nguy co sau:

Tiéu chi chinh Atorvastatin 10 mg Atorvastatin 80 mg
cé § nghia (N = 5.008) (N = 4.995) HR® (95% CI)
Tiéu chi chinh™ n [ (%) n (%)
I

Bién cb tim mach chinh | 54q 10,9 434 87 | 078(069-089)
| dhutien |

Téng hop cac tigu chi |

chinh |

Nhdi méu co tim khong 308 62 243 | 49 | 078(0,86-093)

tr vong

it quy {tir vong va 155 31 117 23 |075(059-0.98)
| khéing 1 vong) |

Tiéu chi phy ™ i

Suy tim sung huyét déu 164 33 122 24 0,74 (0,59 - 0,94)

tign phai nhip vién

Phéu thult bic clu

mach vanh d4u tién hosc .

thi thuat t8i thong mach 904 181 | B67 134 | 0,72 (0,65-0,80)

khagt :

Bau thét ngue dhu tign 615 123 545 109 0,88 (0,79 - 0,99)

* Atorvastatin B0 myg: atorvastatin 10 mg

" Tigu chi phiy khac

* TiBu chi chinh = ti vong do binh mach vanh, nhifl mdu cg tim khing ti vong, ngimg tim hdi sic thanh cing, ddt quy it vong vi khéing
tit vong

** Titu chinh chinh khiing bao gim tidu chi phy

Khodng tin cdy cla cic tidu chi phu khbng duge diéu chinh khi so sanh nhifu.

Khing thdy sy khie bigt b ¥ nghia vé cac nguyin nhin gly 1 vong gilla cic nham difu tri; 282 (5,6%) 8 nham ding atorvastatin iy 10
mo/ ngay 5o vill 284 (5,7%) & nhém ding atorvastatin lidu B0 mg/ ngay. Ti 1§ cdc 08§ tugng til vorg oo tim mach bao giim 1 vong do
bignh mach vnh vi g8t quy 1 vong It han v 58 lugng B cde nham ding atorvastatin 80 mg so vl nhém ding atarvastatin 10 my. Ti B
céc dfi tugng tl vong khing do tim mach nhity hon vi 58 lugng & nhom ding atorvastatin 80 g so v nham diing atorvastatin 10 mg.
Trong nohién ci gidm cdc tiu chi bing edeh ha tich cye lipid (IDEAL) difu tr| biing tervastatin wi 1i#u 80 mof ngdy so vii diéu tn
biing simvastatin 20 mg dén 40 mg/ ngay tritn 8,888 binh nhin 101 B0 tuél cb 1 5 bénh mach vanh d8 danh gia néucd thé gidm dugc
nguy e tim mach. Bk nhdn chi yéu 1A nam giti (81%), da trdng (99%), ¢6 tubl trung bink 1 61,7 tufi v LDL - C trung binh 1 121,5
maf dL ngdu nhign; 76% d4 tri lidu bng statin. Trong 1hd nghifm tifn clu, phin nhém ngdu nhign, md va dinh gid bign cd mi
{PROBE), bisnh nhin duc theo dii trong khodng thal gian trung binh 4,8 nim. Néng dé trung binh cia LDL - G, € - todn phin, 16, HOL -
€ va khong HOL & tuin thit 12 W lugt 13 78 mg/ dL. 145 mo/ dL, 115 mo/ dL. 45 m/ dL va 100 mg/ dL trong sudt qud 1rinh didu trf bing
alorvastatin 80 mg, v ln Wt 13 105 mg/ dL, 179 mg/ dL. 142 mg/ dL. 47 my/ dL v 132 mgy dL trong sudt gud trinh didu trj bing
simvastatin 20 mg dén 40 mg.

Khiing thly su khac bigt cb ¥ nghla gila cdc ahbm diffu tr O cAc tie chi chinh, i 8 bign of mach vanh chinh ddu tign (bénh mach vanh
tirvong, nhdi mau ca tim khiing tif vong va nging tim hii sde thinh cdng 14 411 (9,3% ) & nhom dimg atorvastatin (iéu 83 mo/ ngdy so v
463 (10,4%) & nhim ding simvastatin 20 mg/ ngay dén 40 mo/ ngdy, 1 18 rii ra (HR) 0,89% khodng tin cdy (CI) 85% (0.78 - 1.01),
p=0,07

Khiing thiy sy khac bit oo j nghia gila cic nhém didu trj A& vl 1 vong do mol nguyén nhiin; 366 (8,2%) & nham ding alorvastatin
80 my/ ngdy 5o v 374 (8,4%) § nhom ding simwastatin 20 mg/ ngay dén 40 mg/ npdy. Ti 1§ c4c d8 tugng ting 1 vong do im mach
hay kndng lign guan b tim mach tuong i hit B nham ding atorvastatin 80 my vi nham ding simvastatin 20 mg dén 40 myg.

Bénh nhl

Tang cholesteral mau cd tinh gla dinh df hop tir 3 bgnh nhi tir 6 dén 17 twdi

Gt nghién ciu 8 tudn, nhdn ma A8 danh gid duge ding hoc, dugc e hoc, d8-an todn vit khi ning dung ngp alorvastatin dugc tign hanh
{riin tré mm va thigu nién bi tang cholesterol maw co tinh gia dinh di hopil d duge xeic nhdn vé di tryéin va LDL - C ban ddu > 4mmol L
Tding cding 3 tri em va thiflu nidn, 1 6 dn 17 tudi, duoe ghi danh vaa nghia cu. Nbém A bao gfim 15 tré em 1 & d&n 12 tul va cd gial
doan ddy thi Tanner 1. Nhdm B bao gm 24 tré em, tir 10 080 17 tudivh Tanner > 2.

Lidu ban ddu cim atorvastatin & 5 mg mdi ngy dutk dang mit vitn nnal trong nhém A vi 10 mg mdi ngay dudi dang vién nén trong
nhdmm B. Lilu atorvastatin dugc cho phép ting odp 4t néu mot ddi tugng chua dat LDL - C mye tigu 1 < 3,35 mmol/ L vaa tudn 4 v néy
atorvastatin duge dung nap 161,

Gid tr] trung binh cda LOL - G, TC, VLOL - G vit Apo B gim mudn nhift vio idn 2 chio 3 c3 cdc o0 upng, VI cde o6 tupng duge tang
it gap 061, quan sit thdy con gi&m thém stm nht sau 2 wdn, trong 1&n ddnh gid ddu tn, sau khi tang lifw Mdc gidm phdn tram trung
tinh ¢l ede hng 58 1ipid 1 twong ty d od hal nhom. bat k€ cdc dai twong fiEp tuc s dung fify ban diu hay tng 1iéu ban ddu 180 gdp d01
i 8, trung binh, thay 481 phdn tram 1 gid 1rf ban 0du cia LDL - € vé TG tuong dng 1h khadng 40% va 30% trong c4c kholing ndng df
i nghidm.

Trong mit nghin cihu thir 2, nhin mé, mie nhanh, 271 tré em tral va tré em gdi ¢ ting cholesterol miu cd tinh gi dinh dj hop tit d&
dupc chon va difu tri vol atorvastatin trong thal gian 18 da 3 nam. Tigu chi chon vao nghign cit yeu cu duge xdc nhgn o tang
cholesteral mu cd tinh gia dinh | hop b v LDL - C ban ddu = 4mmol/ L (khedng 152 mp/ dl). Nghin ciu bao gim 138 tré am cd gial
doan pht tridin binh & giai dogn Tanner 1 (thudng ti & - 10 i), Liéu atorvastatin {1 18/ ngay) khal ddu ta § mg (vien nhai) & tré dudi 10
fuf, Trd 1010 wdl trd 1én duoc ding 1u khdi ddu 10 mg atorvastatin (1 1/ ngay). Tt cd tré em of thé duge difu chinh déin [i6u cao hon
o dat muc tidu < 3,35 mmol L LDL - €, Liu trung binh cho tré tir 6 - 9 tudi 1 19,6 mg va ligy tnmg binh cho tré 10 tudi trd 1an 14 23,8
mg.

M LOL - C (+/- SD) ban diu & 6,12 (1,26) mmal’ L 1 14 khodng 233 (48) mg/ dL. Xem kift qud cufh cing trong bang dutk

DI 1igu thy duge cng cho thily khding o6 dnh hufing ciia thuic 1én sy tng tnfing hodc sy phat trifn (nhu chifu cao, cdn ndng, BMI, plal
(nan Tanner, ddnh gig cia nghien cit vign v mic d trufing thiinh va phat trién 1ng tha) & binh nhi va thid nin co ting cholesterl
médu ¢ tinh gia dinh oj hap 1 dugc difu tr vdi atorvastatin trang nghidn ik kéo dai 3 ndm. Khting cf tic ddng ndo dugc ghi nhan theo
danh gid nghién co vién 18n chif cao, cin nang, M| theo tufl hodc theo gidi tinh & mBi 14n tham kham
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Tic dyng gidm lipid méu cia atorvastatin & nam vi nif thi€u nién cd tng cholesterol mau cd tinh gia dinh d| hop 1
(mmol/ L}

Theri diém N

LoL-C HDL-C

TG(sD) | ApoB
(s.D.) (s.0,)

| TC (D) pps

|
271 | 7.86(1.30) | 62 (1.26) | 1314

Ban ddu 093(047) | 142
(0,2663) (0,28
4,95 1321 | o079 |
Thang 30 206 3,25 (0.67) - : 08 (0,17F
77 (0.2796) | (0.38)
Thang 36/ET | 240 | 512(086) | 345(0.81) | 1308 | p7g(041) | 093
| {0,2738) (0.20)¢

TC = tong cholesterol; 5,0, = d¢ Iéch chudn (standard deviation); LDL - C = cholesterol - C ti
trong thip (low density cholesterol - C); HDL - C = cholesterol - C ti trong cao (high density
cholesterol - C); TG = triglycerid; Apo B = apolipoprotein B; “Thang 36/ ET" bao gbm ca di liéu
téri 14N thdm kham cudi cing cho nhirng ddi lugng két thic tham gia som trude méc 36 thang
dy Kién ciing nhur dir ligu day 40 36 thang & nhirng d6i tgng tham gia a0 36 thang; "b" = N &
thang 30 cho s6 ligu nay |3 207; "¢ = N ban @Au cho sé lidu nay 14 270; “d" = N & thang 36/ ET
cho sb li8u ndy |4 243; *a” = g/ L cho Apo B.

Téing cholesteral mau d tinh gia dinh df hgp 0 & bénharl 10 - 17 i

Trong 1 nghign ciu mi ddi, &6 ching gid duge, tép theo B mit gial doan nhan md, 187 ba tral vi bé gal &3 oo kinh nguydt ti 10
den 17 tudi {tudi trung binh 14,1) bi ting cholestarol méuch tinh gla dinh di hop t (FH) holc tng cholestaral mau nghigm trong
duge: chon nodu nhi#n cho ding atorvastatin (1 = 140) hode gid duve (n = 47) trong 26 tudn va sau 86 tt cd ddu duoc cha ding
atorvastatin trong 26 ndn. Uiy atervastatin {md! En mbi nply) 1& 10 mg trong 4 tudn 4w tign va didu chinh ting 0 20 mg néy
nfing dd LOL - C > 3.36 mmol/ | Atorvastatin &m gidm rd rist nfing a8 tdng C. LOL - G, triglycerid va apolipoprotein B trang
huyét tuong trong gial dogn mi ddi 26 tudn, Gid trf LOL - G dgt dutia trung binh t 3,38 mmel/ L{khodng 1,81 - 6,26 mmal/ L)
trong nham atorvastatin so v 5,91 mmol/ L (khodng 3,93 - 9,96 mmeol/ L) trong nhom gid dugc trong giai dogn mi 86i 26 tuin
Mt nghin ciu b sung trén binh nhi vé atorvastatin so voi colestipol & bénh nhin bj ting cholesterol mdu i 10 d&n 18 tudi cho
1hify riing atorvastatin (N = 25) lam gidm rd rét LOL - C & hudn 26 (p < 0,05) 50 v colestipol (N = 31).

Wbt nghiéin il tir hign A3 dugc thyc ign trén bnh nhan b 1ing cholesterol mau nghiém trong (bao gdm tang cholesteral mau
dj hgp 1} baa gdm 46 bénh nhi uo diéw frf bing atorvastatin duyc diéu chinh 1iéu theo d4p tng (Mot 58 60 tugng dube cho ding
80 mg atorvastatin mi ngdy). NghiEn ciu ndy kéo dai 3 nim: LDL - cholesterol gidm 36%.

Ghism thidt ip dugc ddnh gia hid qui dai han cua (i phap atorvastatin trén tré em nhim Im gidm ti 1 bénh tit va i vong & giai
dogn trdng thanh,

DAC TiNH DUJEC BONG HOC

Cée 04c tinh duge Adng hoe vé chuyén hia

HAp thu

Atorvastatin dugc hdp thy nhanh chng sau khi ung, niing 8% dinh trong huyt tong dat duge trong voing i 1 dén 2 gt Mic 86
hdp thu vé ndng d6 atorvastatin trong byt tong ting 1 18 wil 10 ding cla alorvastatin. Cic vign nén cis atorvastatin cho sinh
khii dunp Bding 35% 08 99% cla dang dung dich. Sinh kh dung tuyét di o atorvastatin xdp «f & 14% v sinh khd dung 1oin
thiin cho hoat tinh G ché men khit HMG - Co 1 «dp i 30%. Sinh khd dung todn 130 1hdp 1 do sy thanh thi & nigm mac dubng
tilbu hiia vA/ hedo do sy chuyn hita 18n ddu qua gan tnic ki vao tufin hodn chung. M3c di thifc &0 1m gldm 1116 v& mic 80 hip
thii cisa thudc 1dn lugt xdp x 1 25% v 9% khi dupe ddnh gia theo nbng 69 dinh trang huydt tuang G, va dign tich duti duting
cong {AUG), nhumg higu qud gidm LDL - G ¥ tugng ty nhau bt ké 14 atorvastatin dutic ding cling hay khiing ding cling vai thi
in. Ndng d0 atorvastatin trong huydt uong thiip hon (xdp x1 30% o8 vl C,,, vd ALC) khi ding thufic vin buli 151 50 viil khi ding
wan bufll sang, Tuy nhifin higu qud gidm LOL - C 1 nh nhas bat k€ 1 ding thefc vao thii glan nio trong ngay (xem thém phin
Ligu ditng vi cach ding)

Phn bl

Tné tich phin bl trung binh clia atorvastatin xifp xi 381 L T7 (&g kst protein huySt tuong cla atorvastatin = 98%. T 1§ gidas
niéing of thudt: trong hdng céw’ ndng a6 thuic trang huyt tuong 18 xip <& 0,25; diu nay cho thiy sitham nhip kém coa e vio
trang hiing clu,

Chuyén hia

Atorvastatin duge chuyén hoa chil yBu thanh cac dlin st hydroy nda i vi tri ortho vi para v cdc s3n philm ciia sy oy hoa d v
tri beta. Trén i wilro, tic dung Gt ch men kit HMG - CoA clia céc chit chuyfin hoa hydroxy hoa 8 v tri ortho vi para 1 tudng
dung i tac dung ndy cla atorvastatin. X4p « 70% clia cic haat tinh Ot ché trong tuln hodn a6 vl men khit HMG - CoA 1 do
cat chat chiyn hoa o hoat tinh. Gae nghign ciu trén # vitro gol ¥ 18m quan trong ol qué trinh chiyén hia atorvastatin bii CYP
3A4 phis hop vl néing A0 atorvastatin tAng cao trong huydt fusng & nguti sau khi dimg ddng this val erythromycin, mit chil ic
ché da bift a1 vili isazym néy. Cac nghién ciu trén in wirocing chira ring atorvastatin 1 mit chat éo ché yBu db v CYP 344
Dimg dfing thol atorvastatin v terfenadin khdng lam dnh hudng i ¥ nghia lim sing nfing df trong huyEt tudng cia terfenadin,
mit hop cht duge chuyn hoa chit y8u bai CYP 3A4, do do alorvastatin s& khng Tim thay dét dang k€ 1Bn cac co chit cia CYP
344 (xam thém phin Tugng te, tuong ky ciia thubis). & 6dng vat, chit chuviin hia hydroxy & vi tr ortho con (@l gua gud tinh
glucigonid hoa.

Thal trif

Atorvastatin va c4c chal chuy€n héa cda nd dugc daa thi chil yEu qua mat sau khi dugc chuyn hia & pan va/ hodc 6 ngoai gan;
tuy nhién thufic duling nhy khiing cd chu trinh ti tudn hoan rudt gan, Thil gian ban thai trung binh trong huyét tuong ciia
atorvastatin 0 nguth 14 xip xi 14 git, nhung thisi gian ban thii cda hoat tinh de ché d6i wei men khir WG - GoA 13 20 - 30 git da sy
gbp phin cia cic chit chuyén héa o hoat tinh, Duti 2% cia lif ding atorvastatin dugc fhn thify trong nudc iy sau khi uling
Céc nham 881 tgng d9c bigt

Nguii cao tudi

Néing 84 atorvastatin trong huyit tuang @ che 4561 idng cao tul (= 65 tull) knde manh 12 cao han (xSp ¥ 40% dB) vi €, va 30%
i vbi ALIC} 50 v nguti tré fudk, Nghién ciu ACCESS nhdm dic biét ddnh gid cc bnh nhdn cao i vé vide dat duge mi tiéu
ciia diéu trj theo Chdng trinh gudt gia gido dyc vé cholesterol (NCEP). Nghién ciu ndy bao gfm 1.087 bénh nhin < 65 tudi, 815
bnh nhin trén 65 tudi va 185 bénh nhan trén 75 wdi, Khdng quan s4t thiy ob sy khc bist néo vE db an toan, hifu gu hay ti 1§
dat dugc muc tiéu didu trj lipid gila nham bAnh nhiln cao twéi vi nhom 8 tugng tng quit.

Tré em

Trang 1 nghién ciu 8 tudn, nhan md, bénh nhi (i 6 - 17) 8 giai doan Tanner 1 (N = 15) v glal dogn Tanner » 2 (N = 24) co tang
chotesterol miu od tinh gia dinh df hap t v LDL - G ban 4y =4 mmal/ L duge didu tr| val vign nhal 5 hodc 10 mg hodc viln nén
bao phim 10 hodc 20 mg atorvastatin mit in mai ngdy, twong (ng. KhBi lugng oo thé la bign duy nhat thay ddi trang mé Finh
dugc ding hoc trén quin thé atorvastatin. BA thanh thal qua duiing wing cila atorvastatin & bénh nhi | uong ty i nguti kn khi
auy 86 theo mii tuang quan v kha lugng 6o e Miic pizm phishgp vai LDL - © va TC duc quan sit thiy trong khodng nfing d
phei nhim ca atorvastatin v o - ydroxyitorvastatin trang nghidn ciu

Gidi tinh

Ndinig 9 atorvastatin trong hisyét tuong 8 phu il khido (ca0 han x xd 20% dei voi C... v thap hon 10% 661 Wi AUC) 50 vdl & nam
0i0i. Tuy inign, khding ¢ s khic bigt cd § nghfa lm sang o & tc ddng trén pid oida nam v nd.

Suy thin

Bénh thdn khiing cb &nh hudng trén néng 89 trong huydt tuang hay tic dng trén lipld cla atorvastatin, Do 66, khing cln thigt
phil chinh i d cdc benh nhan sy thin (xem phdn Lidu dimg va cach ding)

Tham phan loe mau

Mgc d0 cac nghign ciu con chua dugc tiin hinh 0 cic binh akdn cf bénh than giai doan cuf, nhung khing dy dodn 1 thim phin
Ioe: mat e tnd Eam tang déng ke 45 thanh thiid clia atorvastatin do thuic cé f 18 gdn két cao vii protein huyt tuong.

Suy gan

Néing A6 trong huyél luong ciia atorvastatin bi ting dang k€ (xdp xi 16 En afi vii T, va 11 dn o6 val AUC) & cdc banh nhdn cb
bénh gan man tink do ulng rugu (Childs - Pugh loai B) {xem phin Chiing ehi djnh)

Tutong téc thuic

Ainh huiing ek e thudic dugc chi dinh 88ng i trén dugc dong hoe clia atorvastatin cing nhu nh huting ciia atorvastatin rén
dupe ding hoe cia cac thude duge chi dinh ding this duge tom b bang duti day (xam 1hém phin Canh bao va thin trgng khi
diing thuflc vi Tuong tdc. Wwong ky cia thudc).

Anh huing i céc thusc chi dinh ddng thil trén duge ddng hoe cila atorvastatin

Thuée duge chi dinh déng thd va chi 4 lidy Atorvastatin
Libu {mg) Tilg AUC* | Tilé Cmax®
“Cyclnsporin 5,2 mg kg! ngay, iy &n dinh 10 mg QD x 28 ngay 87 10,7
“Tipranavir 500 mg BIDY ritanavie 200 mg BID, 7 ngay 10 mg 50° 94 (X
Telaprevir 750 mg méi 8h, 10 nghy 20 mg 5D 79 10,6
"Baceprevir 800 mg TIDY, 7 ngay 40mg SD 23 27
“Loginavir 400 mg BID/ ritonavir 100 mg 81D, 14 ngay 20 mg QD x 4 ngdy 8] 47
" “Saquinavir 400 mg BID/ ritonayir 400 mg BID, 15 40 mg QD » 4 nady 3.9 43
“Clarthromycin 500 mg BID. 8 ngay BOmg QD x B 45 54
“Darsnavic 300 mg BID! ritanavir 100 mg BID, 8 ngay 10 mg QD x 4 ngay 3.4 2.2
"ltraconazol 200 mg OD, 4 ngay 40 mg SD 33 1.20
“Fosamprenavit 700 mg BIDY ritonavir 100 mg BID, 14 ngay 10 mg Q0 x 4 25 28
“Fosampranavir 1400 mg BID, 14 ngay 10 mg QO x 4 ngay 23 40
“Nelfinavie 1250 mg BID, 14 ngay 10 mg OO » 28 ngdy 1,74 2.2
Nudre buer chim, 240 mL/ QD 40 mg SD 1,37 1,16
Diltiazem 240 mg GD, 28 ngay 40 mg 5D 1,51 1,00
|Enythromycin 500 mg QID® 7 ngdy 10 mg SD 133 138
Amlodipmn 10 mg, ligu don 80 mg SD 1,18 081
Cimetidin 300 mg QID, 2 tudn 10 mg QID trong 2 tudn 1,00 088
Colestipol 10 g x 2 An/ ngay, 26 lulin 40 mg QD trong 28 tulin| Khing xéc dinh)  0.74”
Maabox TE* 30 mL QID, 17 ny 10 mg QD trong 15 ngay| 0,86 0,67
|El’avirenz 800 E Qp, 14 néf 10 myg trong 3 ngdy 0.59 1,01
“Ritampin 600 mg GO, 7 ngay {ding phéi hop!* 40 mg SO 1,12 28
W in 600 mg QD, 5 i riding ris 40 mg SD 8.2 08
" Gemfibrazil BO0 mg BID, 7 ngay 40 mg SD 1.35 1.00
"Fenofibeat 180 mg 0D, 7 ngdy 40 mg SD 1,03 1.02

*Thé hién 18 gilla céc ligu php (ding dBng thii thulic khic v atorvastatin so vl atorvastatin don ddc)

" ¥am phdn Canh bao va thin trony khi ding thulie va Tuong e, tiong koy cia thudic vé y nghia lim sang.

* Bito cdo thily ALIC tang (t 18 AUG 2,5 1n) vi/ hogic C,, (i 16 €, 1,71 Kn) khi wing lugng idn nuic budii chiim (= 750 mL - 1,2 L méi
ngay).

** 1 I dyfa el miflu don 13y vaio 8 - 18h sau khi wing.

“ Do eo ché bung e kép cia rifampin, khuyén cao chi dinh déng thil atorvastatin ciing loc wik ridfampin, do khi ding atorvastatin
chdm hon sau ki wing rifampin 58 Bm gém déng ke néing df atorvastatin trong huyét tuong,

“Liu saguinavir phdi hap vl ritonavir trong nghién cdu ndy khong phal 3 liéu s dung trén 1Wm sing. Mic fifp xic cia atorvastatin
khi dupe s dyng trin im sang cd 11 s& cao hon so vl nhiing gi 43 duge quan s4t trong nghi#n ciu ndy. VI viy odn than trong khi sif
oung vé ity lugng thilp nht cén thidt nén dudc sir dyng.

* Lifu don atorvastatin trong bang tr3n chi 3 liéu thye nghiém, Kii si dung atorvastatin trin thye 1 [4m sing, vai ing tham khio mis
LiEn diing va cach ding.

Lifu diing v cdeh ding

"Mt tn mii ngiy

* Had 14n mdl ngay

* Lifu dan

* Ba lén mbi ngay

* Bon n mfi ngay

Anh hwiing cia atorvastatin trén duge d9ng hoe cia cac thulic duge chi dinh déng thai

Atorvastatin Thufic duyc chi dinh ddng thisi va ché 4§ lidu ding
Thudi/ liéu (mg) Ti 18 Auc* Ti 1&8 Cmax*
B0 mg QD' x 15 npay Antipyrin, 600 mg 507 1,03 0,89
| 80 mg @D x 14 ngdy | Digoxin 0,25 mg QD, 20 ngay” 1,15 1,20
' Thuc tranh thal duéng ung ]
I QD, 2 thing
40 mg 0D x 22 ngdy Norethindron 1 mg 1,28 1,23
Ethinyl estradiol 35 pa 1,19 1,30
Tipranavir 500 mg BID/
10 mg SD 1,08 0,96
ritonavir 200 mg BID®, 7 noay
Fosamprenavir 1400 mg BID, il
10 mg QD x 4 ngay 073 0,82
14 ngay
Fosamprenavir 700 mg BID/
10 mg QD x 4 ngdy | ngay/ ritonavir 100 mg BID/ 0,98 0,94
ngdy, 14 ngay

*Thé hitin 11§ gitta cc (i phap {ding ddeg thii thulc khac vai atorvastatin so vl atorvastatin dan ddc)

*Kem phin Tuong tae, lifdng ky cida thubc vé § nghia lim sang.

MOt &0 mdi ngay

“Liflu dan

“Hai 10 mii ngay

D LIEU AN TOAN TIEN LAM SANG

Tinh gy ung thit, 80t bin, gidm kha néng sinh san

Atorvastatin khang piy g thu trén chudf cang. Lidu ding 15 da cao hon B3 tn so voil 1ifu ding cao nhit 8 ngudl (80 mg/ ngay) tinh
thea mgy kg trong lugng o thé va cao hon B d&n 16 1n tinh theo gid trj AUC | 0 - 24). Trong mdt nghisn ciu kéo ddi 2 nim trén chut
nidt, t 18 méc u 18 bao gan b chubt yc v ung 1y i md 1 bdo gan B chudt ¢4l 1ang 18n khi dlng Néy 18 da, cao hon 250 1 so vl
lidu diing cao nhit & ngudi tinh theo mg/ kg trong |ugng ca thé. Lugng thubc hip thu vio mau cao han 6 dén 11 1n tinh theo AUC (0 -
24),

T3t ch cée thufic 04 obng thic hia hpe fang ty trong nhdm niy d8 gdy ra khdl u 8 cd chudt nhdt va chudt oing tai cde fiu cao hon 1y
kivuglin cao cao nhit ding trén Wm sang ti 12 d8n 125 0 tinh theo mg/ kg trong lugng cothd

Atorvastatin khing cho thdy kha néng gay dot bign hode khi nang gay bt thuting cdu tric nhim sdc td trong bdin xét nghigm in
vitro cd hede khing cb sy kich hoat trap o6l chit hodie trong mit x4 nghidm in vive. C3 2 xét nghidm Ames wi Samoanehia
tyotimurium va Escherichia coll va xét nghidm a1 bifin 1ifn gen hin = guanin hiori i (HGPRT} i vitrg
trén 1 bao phifi cda chudt hamster Trung Culic déu cho két gud &m tinh. Atorvastatin khbng gdy ting dang ké cic bit thubng cla
nhidm sdc thé @ xét nghiém t€ bio phii cla chudt hamster Trung Quic in vilro v &m tinh trong xét nghifm vi nhdn i vivo clia chuft
bt

Khting thily cb tc dung khing mong muiin trén kh ndng smh san hefic sy sinh san & chudt cng duc ding 1ifu atorvastatin 1 da
175 mg/ kg? ngdy hodc rén chedl cling ci dimg (iu 10} ¢a 225 mg/ kg/ ngay. Nhing liéu ding nay cao odp 100 dén 140 idn iy
khuayin cdo 167 da ddng trén nguts, tinh thea mg/ kg. Atorvastatin khing gdy ra tdc dyng khdng mong mudn trén tink tring hodc céc
théng s6 tinh dich hode trin md biénh boc co quan sinh san & chd cho ding lifu 10 mg/ kg, 40 mgy kg hodc 120 mg/ kg trong 2 ndm,
QUY CACH DONG GOI: Hop 3 vix 10 vign

HAN DUNG: 36 thang ké 1 ngdy san xudt,

DIEY KIEN BAO QUAN: Noi knd), it d6 khong qu 30°C, tranh &nh sang

TIEU CHURN: TOCS.

San xudt tai:

CONG TY €O PHAN DUGC HAU GIANG - Chi nhanh nha may dugc phdm DHG tai Hau Giang
L8 B2 - B3, Khu cong nghiép Tan Phi Thanh - giai doan 1, xd Tan Phi Thanh, huyén Chéu Thanh A, tinh Hiu Giang

DT: (0293) 3953454 e Fax: (0293) 3953555

Mol thic méc vb sén phim,
xin vul lang lién hi
(@ 02923899000 |
E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn [02]




