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CRESTOR® o<ttt
5 mg, 10 mg, 20 mg
Vién nén bao phim
THANH PHAN
M&i vién chira 5 mg, 10 mg, 20 mg rosuvastatin dudi dang rosuvastatin canxi.
T4 dugc: xem phan Ta dudc. ‘
DANG BAO CHE

Vién nén bao phim.
Hinh trén, mau vang (5 mg); hinh tron, mau hong (10 mgva 20 mg)

CHI BINH BIEU TRI
Téng cholesterol mau nguyén phat (loai lla ké ca tang cholesterol mau gia dinh kiu
di hop 1) hoic réi loan lipid mau hdn hap (loai llb): 1a mét liu phép hd trg cho ché
@6 &n kiéng khi bénh nhan khéng dap (g day du voi ché do an kiéng va céc liéu
phép khong ding thude khac (nhu tap thé duc, gidm can).
= Réi loan béta lipoprotein mau nguyén phat (tang lipoprotein mau typ lll): CRESTOR
duge chi dinh nhu 1a mét liéu phdp bé trg cho ché do an kiéng trong diu tri bénh
I han c6 rdi loan béta lipoprotein m&u nguyén phét (téng fipoprotein mau typ IN).

m— Crestor dugdc chi dinh nhu liéu phép didu tri b6 tro cho ché db &n kiéng & nhirng
I 1,:nh nhan ngudi I6n c6 tang triglycerid,
= Tang cholesterol mau gia dinh kiéu ddng hap tu: dung hd trg cho ché db &n kiéng va
mEm C4c bién phap diéu tri giam lipid khdc (nhu ly trich LDL méau) hodc khi cac liéu phap
nay khng thich hap.
Bénh nhi tir 10 d&n 17 tudi bi tang cholesterol mau gia dinh kiéu di hop ti (HeFH):
Hb trg ché d &n kiéng nh&m lam giam Iigng cholesterol toan phan, LDL-cholesterol
va ApoB trén nhitng bénh nhan thanh thiéu nién 10 dén 17 tui bi tang cholesterol
méu gia dinh kiéu di hop tif (d6i vdi nir da c6 kinh nguyt it nhét 1 nam) néu nhtmg

yéu t6 sau van con ton tai sau khi diéu tri bang ché do an kiéng: LDL-G 90 mg/dL.

hay >160 mg/dL va c6 tién s gia dinh méc bénh tim mach sém hoéc c6 2 hay nhiéu
han yéu 16 nguy cd vé bénh tim mach.

Crestor dugc chi dinh nhu liéu phép digu tri b6 trg cho ché db &n kiéng nham lam cham
tién trién ca bénh xg vira dong mach d bénh nhan ngudi Ion nhu la mét phan cua
chién Ifgc didu tri nham giam cholesterol toan phan va LDL-C dé dat cac miic muc fiéu.

Phong nglta bénh tim mach nguyén phat:

¢ nhiing c& th& khéng c6 bAng chig 1am sang v& bénh mach vanh nhung c6 nguy

cd bénh tim mach nhr 1a 250 tudi & nam gigi, 260 tudi & nir gidi, hsCRP 22mg/L va

cd thém it nhdt 1 yéu 16 nguy cd bénh tim mach nhut 12 tang huyét ap, HDL-C thap,

hiit thuc hodc cé tién stf gia dinh v& bénh mach vanh som, CRESTORM

- Giam nguy cd dot quy o3 1y
Giam nguy cd nhdi mau cd tim 4 208
Giam nguy co thu thuat tai tdi mau mach vanh.

GiGi han diéu tri: CRESTOR chura dugc nghién citu trén bénh nhan réi Ioan‘:id mau
typ | va typ V theo phan loai cua Fredrickson.

LIEU LUQONG VA CACH SU DUNG

Truic khi bt dau didu tri, bénh nhanpl'lé.utl'laootﬂ%in Iuét;%uhuin gt&m
choiesteroivﬁh&amcduymchédﬁnﬁg tri. SUf dung ¢4
Huting Dan Bbng Thuén hién nay vé diéu tri r6i loan lipid dé digu chinh ligu
cho timg bénh nhan theo myc tiéu didu tri va dap Ung cua bénh nhan.

Ligu khai diu khuyén c&o 1 5 mg hodc 10 mg, udng ngay 1 f&n cho ca bénh nhan "

chua titng dung thudc nhom statin va bénh nhan chuyén tir ding thuéc uc ché
HMG-CoA reductase khac sang dung Crestor. Viéc chon la liéu khdi diu nén lvu §
dén mirc cholesterol cua timg bénh nhan, nguy co tim mach sau ndy ciing nhu kha
nang xdy ra cac tac dung khong mong mudn. Khuyén co bt dau v6i ligu th

ma thufc c6 tac dung, sau dé néu can thiét, co thé didu chinh liu theo nhu

dap (ing cla timg nguti bing cach tang lidu timg dot céch nhau khong dudi 4 tuén
va phéi theo ddi c&c phan (g cd hai cua thudc, dac biét 1a cac phan Ung cd hai ddi
vdi hé co (xem Dac Tinh Duoc Luc Hoc). Vi tan sudt tAc dung khéng mong mudn
tang khi dung liu 40 mg so vdi cac liéu thdp hon (xem phin Tac dung khdng mong
mudn), viéc chudn ligu cu& dén 40 mg chi nén dugc xem xét cho c4c bénh nhan
tang cholesterol mau nang c6 nguy co cao vé bénh tim mach (dac biét Ia cac bénh
nhan tang cholesterol mau gia dinh), ma khdng dat duoc muc tiéu didu tri ¢ lidu

20 mg va cdc bénh nhan ndy cn phai dugc theo doi thuong xuyén (xem Luu Y va
Than Trong Khi St Dung). Can c6 Su theo ddi chit ché cla bac sy chuyén khoa khi
b&t dAu dung lidu 40 mg.

Crestor co thé dung bt ¢l Wic nao trong ngay, trong hoic xa bira &n: -

Tré em

Tang cholesterol méu gia dinh kiéu di hap tu trén bénh nhi {tur 10 dén 17 tudi):

Ligu thuding su dung cua CRESTOR la 5-20 mg/ngay, lidu khuyén céo t6i da la

20 mg/ngay (liéu Ién hon 20 mg chua dugc nghién clu trén nhém bénh nhan nay).
Liéu sir dung nén dugc dung theo tirmg c& nhan dua trén muc tiéu didu tr duoc

khuyén cao (xem phan Chi dinh didu triva Dac tinh duoc lue hoc). Bigu chinh ligu chi

nén thuc hién sau khoang thdi gian > 4 tuan,

Téng cholesterol mau gia dinh kiéu dong hop t: Kinh nghiém sif dung chi gidi han
trén mét nhém nho tré em (28 tudi).

Ngudi cao tubi

Khéng can digu chinh lidu.

Bénh nhan suy than

Khang cn didu chinh liu & cac bénh nhan suy than tif nhe dén vira.

Chéng chi dinh dung Crestor cho bénh nhan suy than nang (Xem Chdng Chi Binh va
Déc tinh Dugc Bong Hoc).

Bénh nhan suy gan

''''' i H.-”J‘I . ‘.II . a I

Kinh nghiém trong qua trinh luu hanh thuée:

Ngoai cac phan (g dé cap & trén, cac bién ¢ khong mong mudn sau ciing dudc
ghi nhén trong qué trinh luu hanh thudc Crestor:

RGi loan hoc: tan xudt chua biét: giam tiéu cau

R6i loan hé gan-mét: R4t hiém gdp: vang da, viém gan; hiém gdp: ting men gan.
Réi loan co xurong: Hiém gap: dau khdp.

Réi loan hé than kinh: Rt hiém gédp: bénh da day than kinh, suy gidm nhan thitc
(nhut mét tri nha, It 1an..)

RGi loan tAm than: Chifa biét: suy nhudc, rGi loan gidc ngl (bao gdm médt ngl va
ac mong)

Rdi loan hé sinh san va tuyén vi: Tan xuét chua biét: nit hoa tuyén vi

QUA LIEU

Khéing c6 phuong phap didu tri Gac hidu khi dung thubc qua li8u. Khi qua ligu, bénh
nhan nén dude didu tri triéu chiing va ap dung céc bién phap hé trg khi can thiét. Nén
theo ddi chifc ning gan va ndng do CK. Viéc thdm phan mau c6 thé khéng c6 loi.

DAC TINH DUQC LUC HOC

Co ché tac dong

Rosuvastatin 12 mét chat (rc ché chon loc va canh tranh men HMG-CoA reductase,
1a men xuc tac qua trinh chuyén @i 3-hydroxy-3-methylglutaryl coenzyme A thanh
mevalonate, mét tién chét cua cholesterol. Vi tri tac dong chinh cia rosuvastatin la
gan, co quan dich lam giam cholesterol.

Rosuvastatin lam tang s6 lugng thu thé LOL trén bé méit t€ bao d gan, do vay lam
tang hép thu va di hoa LDL va Uc ché su tdng hop VLDL & gan, vi vy lam gidm cac
thanh phén VLDL va LDL.

Tac dong dugc lue
Grastor lam giam sif tang ndng dé LDL-cholesterol, cholesterol toan phan va

i va lam ting HDL-cholestercl. Thudc ciing lam gidm ApoB, non HOL-C,
VLDL C, VLDL-TG va lam ApoA-| (xem bang 1 va 2). Crestor cing lam giam cac
ty 1& LDL-G/HDL-C, C toan phan/HDL-C, non HDL-C/HDL-C va ApoB/ApoA-I.

Béng 2: Dép ung theo liéu & bénh nhan tang cholesterol mau nguyén phat
(Loai lla va lib)
(mﬂmwmmh (%) so véi trudc khi diéu tri)

Liéu Sébﬂ LDL-C Ctoan HDL-C TG NonHDL-C ApoB ApoA-|

phén
d?":c 13 T T e 7 3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 2
40 18 -63 -46 10 -28 -60 -54 0

Béng 3: Dap ung theo liéu & bénh nhan bj tang triglycerid (Typ llb hoac typ IV)
(% thay d6i binh quan so vdi ban dau)

Liéu N TG LDI.-C G-Toinm DL-C NorIHDI.-C VLDL-C \‘LDLTG

Gia 26 2
dude
-, 25 21  -28 -24 3 -29 -25 -24
10 23 37 -45 -40 8 -49 -48 -39
20 27 37 A -34 22 -43 -49 -40
40 25 -43 -43 -40 17 -51 -56 -48

Hiéu qua fri liéu dat duoc trong vong 1 tuin sau khi bit dau digu tri va 90% dap (ing
161 uu dat dugc trong 2 tuin. Dap (ng I6i uu thuding dat dugc vao khoang 4 tuan va
dugc duy tri sau do.

Hiéu qua lam sang
Crestor dudc chiing minh ¢6 hiéu qua ¢ nhom bénh nhan ngudi Ion tang cholesterol
méu, cé hay khdng c6 tang triglycerid méu, bét ky chung téc, gidi tinh hay tudi tac
va @ nhitng nhdm bénh nhan dac biét nhu dai thao dudng hodc bénh nhén tang
cholesterol mau gia dinh.

Tir céc dif liéu nghién cdtu pha Ill, Crestor chiing t6 c6 hidu qua trong digu tri 6 hau
hét cac bénh nhan tang cholesterol mau loai lla va llb (LDL -C trung binh truée khi
diu tri khoang 4,8 mmol/l) theo céc myc tidu didu tri cua Hoi Xo Vita Mach Mau
Chéu Au (European Atherosclerosis Society- EAS; 1998); khodng 80% bénh nhan
duoc didu tri bing Crestor 10 mg G4 dat dudc cc muc tiéu didu tri cia EAS vé ndng
do LDL-C (<3 mmol).

Trong 1 nghién cifu I6n, 435 bénh nhan tang cholesterol mau di truyn gia dinh kiéu
di hop tir da dugc cho ding Crestor tif 20-80 mg theo thiét ké digu chinh téng ligu.
Ngudi ta théy 1a tét cd cac lidu Crestor déu c6 tac dong c6 Igi trén cac thong s8 lipid
va dat dugc céc muc tiéu didu tri. Sau khi chinh dén lidu hang ngay 40 mg (12 tuan
didu tri), LDL-C gidm 53%. 33% bénh nhan dat dugc céc muc tiéu cta EAS v& ndng
dd LDL-C (<3 mmoll).
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Bénh nhan suy gan

Miuic dé tiép xic vdi rosuvastatin ti ndng d6 va thdi gian khéng téng 6 nhiing
bénhnhanubm&nsﬁ(:has% luﬁy d?'m!t:do xucvdtmgctanglen
da duge ghi nhan ¢ nhiing bénh nhan c6 diém s6 Child- Pugh 8va 9 (xem Dic Tinh
Duoe Béng Hoc} @ nhitng bénh nhan nay nén xem xét dén viéc danh gid chiic ning
than (xem Luu Y va Than Trong Khi Sir Dung). Chua cé kinh nghiém trén cac bénh
nhan c6 diém s6 Child-Pugh trén 8. Chdng chi dinh ding Crestor cho cac bénh nhan
mAc bénh gan phét trién (xem Chéng Chi Binh).

Bénh nhéan Chéu A

@ bénh nhan Chau A, can nhéc khdi dau véi CRESTOR 5 mg/laningay do gia téng
nBng dd rosuvastatin huyél Lutu y dén viéc tang mifc dd tiép xdc vdi thube &
bénh nhan Chau A khi khong klgn soat du voi lidu lén dén 20 mg/ngay (Xem Luu Y
va Théan Trong Khi Sut Dung va Ddc Tinh Duoe Bgng Hoc).

St dung trong digu tri phéi hgp thudc

Phdi hgp voi cyclosporin
Ligu dong CRESTOR khéng vugt qua 5 mg/laningay (xem Luu y va than trong khi st
dung va Tuong tée thudc).

Phéi hop véi gemfibrozil
Khdi dau véi CRESTOR 5 . Lidu dung CRESTOR khéng vugt qua
10 ma/faningay (xem Lutu ¥ va than trong khi st dung va Turong téc thudc).

Phdi hop vdi lopinavir va ritonavir hodc atazanavir va ritonavir
Khdi dau vai CRESTOR 5 mg/lan/ngay. Lidu ding CRESTOR khéng vugt qua
10 mg/lAn/ngay (xem Luu y va thdn trong khi s dung va Tutong tac thudc).

CHONG CHI BINH

Chdng chi dinh ding Crestor:
bénh nhan qua man vdi rosuvastatin hodc bt ky ta dugc nao cla thudc.
bénh nhan méc bénh gan phat frién ké ca tang transaminase huyét thanh kéo
dai va khdng rd nguyén nhén, va khi néng dé transaminase huyét thanh tang
han 3 Ian gidi han trén cla mifc binh thudng (ULN]).
bénh nhan suy than nng (dd thanh thai cma!inina < 30 mi/phut).
bénh nhan c6 bénh Iy vé ca.
bénh nhan dang dung cyclosporin.
phu ni¥ c6 thai va cho con b, phu nir c6 thé cé thai ma khdng ding cac bién
phap tranh thai thich hop.

LUU Y VA THAN TRONG KHI SU DUNG
Anh hu6ng trén than

Protein niéu, duoc phat hién bing que thir va cb ngudn géc chinh tlr 8ng than, da
dugc ghi nhan & nhitng bénh nhan diéu tri bing Crestor liéu cao, dic biét & ligu

40 mg, phan 16n tinh trang nay thoang qua hoac thinh thoang xdy ra. Protein niéu
khéng phai a ddu hiéu béo trudc ctia tinh trang bénh thén cip hoac tién trién (xem

Téc Dung Khéng Mong Mudin). Can danh gia chifc nang than trong thdi gian theo ddi |

cac bénh nhan da dudc diBu tri véi lidu 40 mg.

Anh hung trén cd xudng

Céc tac dong trén co xutdng nhu gay ra dau cd va bénh cd va mét s hiém trudng
hop tiéu cd van di dugc ghi nhan ¢ nhitng bénh nhan dugc diéu tri bing Crestor &
14t c4 cac lidu va dac biét § lidu > 20 mg.

Do ndng dg Creatine Kinase (CK)

Khéng nén do ndng dd creatine kinase (CK) sau khi van déng géng suc hodc khi co
sy hién dién cia mot ll'guyén nhan nao dé co thé [am tang CK vi diéu nay c6 thé lam
sai léch két qua. Néu ndng do CK tang cao déng ke trudc khi didu tri (> 5XULN) thi
nén thifc hién mét xét nghiém & xéc dinh lai trong vong 5-7 ngay. Néu xét nghiém
Iap lai xac dinh ndng d CK trudic khi didu tri van Ion hon 5xULN thi khang nén bét
dau digu tri bAng Crestor.

Trudc khi diéu tri
Giéng nhu cac chét (fc ché men HMG-CoA reductase, Crasmrcon Uy cd g
phan (g c6 hai ddi vai hé co nhu teo co, viém cg, can than trong khi ding
@ bénh nhan cd cac yéu 15 nguy co 6 thé din dén tén thuong cg, bénh Iy v& comm
¢o van; xét nghiém CK nén dudc tién hanh trong nhirmg trudng hop:
suy giam chifc nang than
nhudc giap
tién sif ban than hodc tién st gia dinh mic bénh ca di truyén
tién st bi bénh cd do suf dung statin hoac fibrate trudc dé
tién sur bénh gan va/hodc udng nhiéu rugu
bénh nhan cao tudi (> 70 tui) cd nhiing yéu t6 nguy ca bi tiéu ca van
c4c tinh trang co thé gay ra tang ndng do thudc trong huyét tuong (xem DAc tinh
Duge Bong Hoc)
dung dong thai vdi cac fibrate
kha nédng xay ra tugng tac thuéc va mét sé déi tuong bénh nhan dac biét

Trong nhiing trutdng hdp nay nén can nhéc Igi ich/ nguy cd va theo doi bénh nhan
trén 1am sang khi didu tri bAng statin. Néu két qua xét nghiém CK > 5 [an gidi han
trén cta muc binh thudng, khdng nén bét dau diéu tri statin.
Trong khi digu tri
Cén theo déi chat ché cac phan (ng c6 hai trong qué trinh dung thufc. Nén yéu ciu
bénh nhan bao cao ngay cho bac si cac hién tugng dau co, ciing co, yéu cd hodc
vop bé khéng giai thich dugc, dac biét néu co kem mét méi, s6t, nudc tiéu sdm mau,
budn ndn hodc non trong qua trinh sif dung thudc. Khi cé cac biéu hién nay, bénh
nhén cin [am xét nghiém CK @& cé cac bién phap can thiép phi hdp. Nén ngung
dung Crestor néu nong do CK tang cao dang k& (> 5xULN) hodc cac triéu ching vé
cd tram trong va gay khé chiu hang ngay (ngay ca khi nong dé CK < 5xULN). Néu
c4c triéu ching nay khong con nira va ndng dé CK trd lai mirc binh thuting nén xem
xét dén viéc dung lai Crestor hodc dung mét chét (rc ché men HMG-CoA reductase
khac & ligu thdp nhét va theo ddi chat ché.
Viéc theo déi dinh ky nbng dd CK & céc bénh nhan khéng cb tridu chiing khdng dam
bao phéat hién bénh co.
Téng nguy ca t6n thuong cd khi st dung statin ddng thdi voi cac thube sau:

Gemfibrozil

Cac thubc ha cholesterol mau nhém fibrate khac.

Niacin ligu cao (> 1 g/ngay)

Colchicin
Trong céc thir

ra Cac

nghiém 1am sang, ghi nhan thdy sy

xurong & mét s6 it bénh nhan ding Cresrort!bng théi véi cac mc khac Tuy nhlén @

ty Ié m&c bénh viém cd va bénh co gia tang da dudc thdy ¢ bénh nhén diing céc
chét tfc ché men HMG-CoA reductase khac dbng thai véi cac din xut cia axit fibric
ké ca gemﬁbrozii. cyclosporin, axit nicotinic, thuéc khang ndm nhom azole, cac chét
(fc ché men protease va khang sinh nhém macrolide. Gemfibrozil 1am téng nguy ca

bénh cd khi dung ddng thdi véi vai chat tc ché men HMG-CoA reductase. Do vay, su

phéi hgp gilta Crestor va gemlibrozil khong duge khu

cdo. Viéc su dung két hgp
Crestor vdi fibrate hoac niacin dé dat dudc su thay

i han nifa nong do lipid nén

duoc can nhéc ky glua loi ich ué nguy co cé thé xay ra do nhiing két hcrp nay (xem
g Tac Thu ac O { !

diéu tri), LOL-C giam 53%. 33% beénh nhan dat dugdc cac muc tiéu cua EAS veé ndng
dé LDL-C (<3 mmal/).

Trong mét nghién citu-md, didu chinh lidu tng dan, 42 bénh nhan tang
chuias!erol méu di truyén ki6u déng hop 1 dudc danh gid v& dap Ung didu tri
vdi liBu Crestor 20-40 mg. T4t ca bénh nhan nghién cuu dhu co do giam trung
binh LDL-C 1a 22%.

Trong cac nghién ciu lam sang vdi mot s6 lugng bénh nhén nhét dinh, Crestor
chiing 16 c6 hiéu qua phu trg trong viéc lam giam triglyceride khi dugec stf dung phéi
hop vdi fenofibrate va lam tang ndng 86 HDL-C khi st dung phdi hdp vdi niacin (xem
Luu Y va Than Trong Khi St Dung).

Rosuvastatin chura dudc chifng minh 12 ¢6 thé ngan chan céc bién ching ¢4 lién
quan dén sy bat manQ v& lipid nhut banh mach vanh vi cac nghién ciu vé giam ty
I& tir vong va giam ty 1& bénh Iy khi dung Crestor dang dugc thuc hién.

Dénh gia téc dung trén df day I6p ndi trung mac: nghién ciu danh gia rosuvastatin

40 mg (METEOR), hiéu qué didu tri clia Crestor trén xd vita dong mach canh dugc
danh gid biing siéu &m 2 chigu (B-mode) & nhitng bénh nhén bi tng LDL-C, c6 nguy
cd bénh déng mach vanh thap (thang didm nguy cd Framingham < 10% trong 10 ndm)
va xd vita dong mach dudi 1am sang c6 day I6p ndi trung mac dong mach canh (CIMT).
Trong nghién cltu 1am sang mu ddi, adi chitg vai gia dudc, 984 bénh nhén dugc didu
tri nhién (trong do c6 876 ngudsi da duoc phan tich), "bing Crestor 40 mg hodc gi
durgc 1 Bn/ngdy voi 1 16 [a 5:2. Sidu am thanh 86ng mach canh dugc st dung dé xac
dinh i 1& thay déi trung binh Idp néi trung mac day hang ndm & 12 diém do trén
méi bénh nhan so véi ban dau trong 2 nam. Sy khac biét vé ti & thay d&t ndi trung
mac day nhét cua tat c4 12 vi tri ddng mach canh giifa bénh nhan di Crestor
va bénh nhén diing gia dugc 12 -0,0145 mm/nam (95% CI -0,0196, -0, 0093 p <0,0001).
Ti Ié thay d8i hang nam so vdi trudc khi diéu tri cia nhém dung gia dugc 1a

+0,0131 mm/nam (p< 0,0001) . Ty Ié thay d6i hang nam so véi trudc khi digu tri &
nhom CRESTOR Ia -0,0014 mm/ndm (p = 0,32).

@ timg bénh nhan trong nhém dung Crestor, 52,1% bénh nhan ching to khéng cd sv
tién trién bénh (duac dinh nghia 3 11 18 thay d6i c6 gid tri &m hang nam), so vai 37,7%
bénh nhan & nhom dung gia dugc.

Rdi loan béta .'rpoprofem méu nguyén phat (tang lipoprotein mau typ Ill)

Trong nghién citu chéo, mi déi, da trung tam, ngAu nhién, cé 32 bénh nhén (27 ngudi
c6 dot bién €2/ €2 va 4 ngudi c6 dot bién apo E [Arg145Cys] bi réi loan béta
lipoprotein mau nguyén phat (tang lipoprotein mau typ lll) tham gia dugc khdi dau
bang ché d6 an kiéng trong 6 tuan theo Didu tri thay di I6i song [TLC) clia NCEP.
Sau giai doan 6 tudn an kiéng, bénh nhan dugc nhién diéu tri phéi hop vai ché
d6 an kiéng trong 6 tuin bing lidu phap rosuvastatin 10 mg tiép theo 12 rosuvastatin
20 mg, hodc rosuvastatin 20 mg hépsé!heo la rosuvastatin lg mg. CRESTOR lam giam
cholesteral khong phai HDL (thdng s3 nghién cifu chlnhl va ndng dd lipoprotein con
lai trong tuin hoan. Két qua dudc trinh bay trong béng bén dudi.

Béng 4: Céc tac dong thay ddi lipid mau cda rosuvastatin 10 mg va 20 mg trong
bénh rdi loan béta lipoprotein mau nguyén phat (tang lipoprotein mau typ Iil)
sau 6 tuan diéu tri dugc thé hién bang trung vi phén tram thay déi (95% CI) so
véi gia trj ban dau (N=32)

Giatritrung vi  |Trung vi phan trdm | Trung vi phan tram
ban du (mg/dL) |thay d6i so véi gid  |thay d8i so véi gid

tri ban dau (95% CI) |tri ban dau (95% CI)

CRESTOR 10 mg CRESTOR 20 mg
Cholesterol toan phan|342.5 -43,3 476

(-46,9;-37,5) (-51,6,-42,8)
Triglycerides 5035 a0t 430

(-44.,9; -33,6) (-52,5; -33,1)
Non-HDL-C 2945 -48,2 -56,4

(-56,7, -45,6) (-61,4;-48,5)
VLDL-C+IDL-C 209,5 -46.8 -56,2

pds ;i . - |(-58,7; -39.4) (-67.7:-437)

DL el 1 2.0 -54.4 -573

(-59.1; -47,3) (-59,4; -52,1)
HDL-C 35,5 10,2 1,2

(1,9; 12,3) (8,3; 20,5)
RLP-C 82,0 -56.,4 -64.9

(-67,1; -49,0) (-74,0; -56,6)
Apo-E 16,0 -429 -42.5

(-46,3; -33,3) (-47.1;-35,6)

Bénh nhi tang cholesterol mau gia dinh kiéu di hop I

Trong 1 nghién ctru 12 tudn, ddi ching vai gia duoc, da trung tam, ngdu nhién, mu
doi, 176 bénh nhi va thiéu nién (97 nam va 79 ni) bi tang cholesterol mau gia dinh
kiSu di hop 1t duge didu tri ngdu nhién bing rosuvastatin 5 mg, 10 mg, 20 mg hodc
gid dude hing ngay. Cc bénh nhén c6 d tudi tir 10 dén 17 tudi (tudi trung vi 1a

14 tudi) véi khoang 30% bénh nhan tif 10 dén 13 tubi va khodng 17%, 18%, 40%,
25% bénh nhan day thi trdng tmg theo phén loai Tanner d6 I, IIl, IV va V. Cac bénh
nhi ni phai cé kinh nguyét it nhat 1 nam. Mitc LDL-C trung binh tai thdi diém ban
dau la 233 mg/dL (trong khoang 129 dén 399 mg/dL). Tiép theo sau nghién citu mu
doi 12 tuan 12 1 pha didu chinh li8u nhan m¢ 40 tuan, trong d6 cdc bénh nhan duoc
dung rosuvastatin h&ng ngay vdi ligu 5 mg, 10 mg, 20 mg.

Rosuvastatin lam giam uaniu LDL-C (théng s6 nghién cifu chinh), cholesterol toan
phén va ndng dé apoB ¢ mi muc lidu khi so véi nhém gid duoc. Két qua dugc trinh
bay & bang 5 bén dudi.

Bang 5: Tac dong thay dé6i lipid cua rosuvastatin ¢ nhifng bénh nhi tir 10 dén
17 tudi bi tang cholesterol mau gia dinh kiéu dj hgp tu (binh phuong nhé nhét
cua trung binh % thay déi giira gia tri ban déu va gia tri ¢ tuan 12)

Lidgu(mg) N LDL-C HDLC  C-oanphan TG? ApoB
G |a dUﬁC 46 -1% +Wo 0“-":: T% -2%

5 42 7789, +4%P -30% 13%° -32%
10 44 -45 +11%® -34% 15%° -38%
20 44  -50% +9%° -39% -16%® -41%

# % thay d6i trung vi
Sy khac biét so véi gia dude khéng cé § nghia vé mat thing ké

dmanwﬂ' n digu tri mis d6i, ti 1& % bénh nhén dat dugc LDL-C myc
tiéu < 110 mg/dL (2,8 mmol/l) 14 0% & nhdm gia dudc, 12% ¢ nhdm dung rosuvastatin
5 mg, 41% & nhém duing rosuvastatin 10 mg, 41% & nhém diing rosuvastatin 20 mg.
Trong giai doan nghién citu 40 tuin, nhén md, 71% bénh nhan dudc diéu chinh dén
lidu cao nhdt 20 mg va 41% bénh nhan dat duge LDL-C muyc tiéu la 110 mg/dL.

Hiéu qua dai han cua rosuvastatin khi b4t dau digu tri tir tudi thidu nién dé lam giam
1§ 1& bénh va 1 1& 7 vong liic trudng thanh chua dudc thiét lap.

Phong ngtra bénh tim mach nguyén pha
Thir nghlém |am sang can thlép dénn gla rosuvasta'ﬂn tmng phbng ngu'a nén phét
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Khong nén dung Crestor cho bénh nhan c6 tinh trang nghiem trong cap tinh, n cac bién co tim mach I6n dugc danh gia trén 17.802 nam (2 50 tudi) va ni (2 60 tudi)

i
ngd do bénh cd hodic c6 thé dan dén suy théan thir phat do liéu cd van (nhu nh%m
khuan huyét, tut huyét ap, dai phdu, chén thudng, r6i loan dign giai, ndi tiét va
chuyén hda nang; hoac co giat khong kiém soét dugc).

Anh huéng trén gan

Gibng nhu cac chét e ché men HMG-CoA reductase khéc, can than trong khi ding
Crestor @ bénh nhan nghién rugu nang va/nodc co tién st bénh gan.

Céc thir nghigm chiic ndng gan dudc khuyén céo thu'e hién trude khi didu trj va

3 thang sau khi bét dau diéu tri bang Crestor. Nén ngung hoac giam igu Crestor néu
nng 66 transaminase huyét thanh g&p 3 [an gidi han trén cia mifc binh thutng.

& nhiig béanh nhan tang cholesterol thi phat do thiéu nang tuyén giap hoac hoi
chitng than hu, thi nhiing bénh nay phai dugc diéu tri trude khi bat dau dung Crestor.

Chung toéc

Cac nghién ciu dugc déng hoc cho thdy ¢ sy gia tang mife d6 tiép xtc voi thude
tinh theo ndng do va thi gian & bénh nhan Chau A so vdi nguti da trang (xem Ligy
Lugng va Céch St Dung va Béc Tinh Duge Bong Hoc).

Téc déng trén hé noi tiét

Tang HbAlc va nong 6o glucose huyét llic d6i da dugc ghi nhdn khi diing céc chat
{fc ché HMG-CoA reductase, bao gdm ca CRESTOR. Dua trén dit liéu nghién cifu
lam sang clia CRESTOR, trong mét sG trudng hop sy gia tang nay ¢6 thé vugt
nguiding dé xac dinh bénh dai thao dutng (xem Tac dung ngoai 7).

Cac chét Uc ché protease

Viéc st dung dong thdi cac thubc ha lipid méu nhém statin véi cac thudc tc ché
protease didu tri HIV va viém gan siéu vi C (HGV) c6 thé 1am tang nguy cd gay t6n
thuong cd, nghiém trong nhét a tiéu co van. Tinh trang t6n thuang than la hau qua
clia fidu cd van, co thé din d&n suy than va gay tir vong. Khéng khuyén cao ding
chung véi c4c chét tic ché protease (xem phan Tugng tic thudc)

St dung trén bénh nhi

Tinh an toan va hiéu qué ciia CRESTOR trén céac bénh nhén tir 10 @én 17 tuéi bi
tang cholesterol mau gia dinh ki€u di hgp ti dudc danh gia trong thi nghiém 1am
sang c6 ddi chitng kéo dai 12 tudn, tiép theo la giai doan nhan ma 40 tuan. Bénh
nhan dugc didu tri bing CRESTOR 5 mg, 10 mg va 20 mg mdi ngay co di |iéu ]
cac tac dung ngoai y néi chung tuong tyf nhu nhém ding gia dudc (xem phan Tac
dung ngoai y). Mac du khéng phai tét ca cac phan (ing ngoai y quan sat dugc &
nhém bénh nhan trudng thanh déu dudc ghi nhan trong céc thi nghiém 1am sang
& tré em va thanh thigu nién nhung cAc lfu ¥ va than trong c&n nhéc 6 tré em va
thanh thidu nién nén tuong tu nhu & ngudi 16n. Khang tim thdy nh huéng nao cia
CRESTOR 1rén suf tang trudng, thé trong, chi s6 khdi cd thé hodc su hoan thién
hé sinh duc (xem phan Téc dung ngoai y) & cac bénh nhi (tf 10 dén 17 tudi). Cac
bénh nhan thiéu nién ni nén dudc st dung bién phap tranh thai thich hop trong thoi
gian didu tri biing CRESTOR (xem phén Bdc tinh dude dgng hoc, Céc nhdm beénh
nhan déc biéf). CRESTOR chua dugc nghién ciu trong c4c thu nghiém 1am sang
¢6 46i chimg lién quan dén cac bénh nhan chua day thi hodc cac bénh nhan nho
hon 10 tudi. Liéu st dung CRESTOR I6n hon 20 mg chua dudc nghién ciiu & cac
bénh nhi.

Nghién ciu v& cac bénh nhi va thanh thiéu nién bi ting cholesterol méau gia dinh
kiBu dong hop 1 chi giéi han trén 8 bénh nhan (8 ).

TUONG TAC THUGC

Cyclosporin :
Cyclosporin Iam tang néng dd va thai gian tiép xtc véi rosuvastatin (dién tich dudi
duding cong AUC) gdp 7 1an. Vi thé, trung hop bénh nhan dang ding cyclosporin thi
liu ding CRESTOR khéng vt qua 5 mg, 1 lan/ngay (xem Li8u Lugng va Céch Str
Dung, Luu Y va Than Trong Khi St Dung) ”

Khi sir dung dbng thdi cyclosporin va CRESTOR, ¢én c6 sy theo ddi chat ché cla
bac si chuyén khoa.

Gemfibrozil

Gemfibrozil 1am tang dang k& nbng do va thai gian tiép xuc cua rosuvastatin.

Do nguy cd tang bénh ly co/tiéu cd van da dudc ghi nhan, nén tranh phdi hgp
CRESTOR vdi gemfibrozil. Néu phai st dung cung liic thi liéu ding CRESTOR khong
vugt qua 10 mg, 1 lan/ngay.

Uc ché men Protease

Dung dong thai rosuvastatin véi mét sé thudc e ché men protease phdi hop v6i
ritonavir s& c6 tac dong khac nhau |én ndng do va thai gian tiép xdc cla rosuvastatin.
Phéi hgp thudc tic ché men éprotease lopinavir / ritonavir va atazanavir / ritonavir 1am
14ng nbng d va thai gian tiép xtc cta rosuvastatin (AUC) gép 3 an. Khi stf dung
ciing véi cac két hop thudc nay, liéu CRESTOR khéng vugt qua 10 mg, 1 [an/ngay.
St két hp cua tipranavir / ritonavir hodc fosamprenavir / ritonavir 1am thay déi it hay
khong thay d6i ndng d va thdi gian tiép xdc cla rosuvastatin. Cén than trong khi
diing dong thai rosuvastatin vai cac thude tic ché protease dudc dung phdi hop vdi
ritonavir (xem Lidu lugng v C4ch St Dung, Luu y va Thén Trong Khi St Dyng).
Thubc chdng dong Coumarin

CRESTOR lam tang dang k& chi s6 INR & bénh nhan dung thuGc chng dong
coumarin. Vi thé, nén than trong khi diing ddng thoi thuéc chdng dong coumarin
dong thdi véi CRESTOR. O bénh nhan dung dong thdi thudc chdng dng coumarin
va CRESTOR, nén xéc dinh INR trudc khi bat dau ding CRESTOR va dinh ky kiém
tra trong giai doan s6m clia qué trinh diéu tri 6 dam bao chi 56 INR khéng bi thay
déi dang k& (xem Lutu Y va Than Trong Khi Str Dung).

Niacin

Nguy cd tac dong 1én hé cd xuong c6 thé gia tang khi st dung CRESTOR phéi hop
vdi niacin ¢ ligu thay d6i lipid ( 21 g/ngay); nén than trong khi k& don véi CRESTOR
(xem Luu Y va Thén Trong Khi St Dung).

Fenofibrate

Khi st dung dong thoi CRESTOR wdi fenofibrate, khong cé ghi nhan su gia tdng AUC
clia rosuvastatin hay fenofibrate c6  nghia 1am sang. Vi dé biét trong qua trinh diéu
tri véi chét (e ché men HMG-CoA reductase, nguy cd bénh Iy co gia tng khi ding
dbng thdi vdi fenofibrate, nén than trong khi ké don fenofibrate vGi CRESTOR (xem
Luu Y va Thén Trong Khi Su Dung).

Colchicin

Cac trudng hop t6n thuong co, ké cé tiéu co van, da dugc ghi nhén khi ding céc
chit e ché men HMG-CoA reductase, bao gbm rosuvastatin, dong thai vdi colchicin,
nén than trong khi st dung CRESTOR vdi colchicin (xem Luu y va Than Trong Khi
St Dung).

Céc nhua gén acid mat c6 thé lam giam 1 rét khé dung sinh hoc ctia statin khi udng
cung. Vi vay thai gian dung 2 thudc nay phai cach xa nhau. Mac du khéng tién hanh
cac nghién cru v tuong tac thuc trong lam sang, nhung khéng théy co biéu hién
tuong tacco hai ¢o y nghia 1am sang khi ding statin cung véi cac chat i ché enzym
chuyén angiotensin, ¢4c thubc chen beta, chen kénh calci, thudc loi tiéu va thude

I3 nhiing ngu®i chufa c6 bling chiing I&m sang vé bénh tim mach, ndng dé LDL-C

< 130 mg/dL (3,3 mmol/l) va ndng d6 hs-CRP 22 mg/l. Kni bét dau nghién cliu, quan
thé nghién ctiu cb nguy ca bénh mach vanh wgc ludng 1a 11,6% trong 10 ndm dua
trén tiéu chudn thang diém nguy cd Framingham va bao gom ty 1€ cao cac bénh
nhan ¢ cAc yéu 16 nguy co khac nhu tang huyét &p (58%), HDL-C thép (23%), hit
thutic (16%) hodc cb tién st gia dinh méc bénh mach vanh som (12%). Céc doi tugng
tham gia nghién cifu c6 gid tri ban dau LDL-C trung vi 1a 108 mg/dL va hsCRP la

4,3 mg/L. Cac bénh nhan tham gia dugc ding ngau nhién gia dudc (n=8901) hodc
rosuvastatin 20 mg 1 fn/ngay (n=8901) va dudc theo dbi trong thdi gian trung binh
2 nam. Nghién ctru JUPITER phai ngung sém theo nhifng quy téc xac dinh trudc

V& nguing nghién cttu ctia Uy ban dac Iap theo doi tinh an toan dir liéu (Data Safety
Monitaring Broad) khi danh gia hiéu qua trén bénh nhan ding rosuvastatin.

Thang sé nghién ctiu chinh Ia thang s6 gop bao gdm thai gian cho dén khi xay ra lan
dau bt ki cac bién ¢d tim mach chinh sau: ttf vong do bénh tim mach, nhdi méu c¢d
tim khéng ttf vong, dot quy khdng tif vong, ndm vign do dau thét nguc khdng 6n dinh
hojc tha thuét tai tudi mau mach vanh.

Rosuvastatin 1am gidm dang ké nguy cd céc bién c6 tim mach chinh (252 bién ¢6 &
nhém gia dudc so véi 142 bién c & nhom diing rosuvastatin) véi su giam nguy co
tuong dGi Ia 44% va gidm nguy co tuyét déi la 1,2% (xem biu db 1). Su giam nay
¢6 y nghia théng ké (p<0,001). Su giam nguy cd & thong s6 nghién cltu chinh déng
nhat vdi c4c phan nhém sau: tudi, gidi tinh, ching toc, tinh trang hat thudc, tign st
gia dinh méc bénh mach vanh sém, chi 6 khdi ca thé, LDL-C, HDL-C va ndng dd
hsCRP.

Biu dd 1- Thai gian cho dén khi xdy ra [an dau céc bién cd im mach chinh trong
nghién ciru JUPITER
9

84 HRO0,56(95%Cl0,46-069) T C
71 P<0,001 .
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S6 lrgng bénh nhén theo doi
RSV 8901 8412
Giddugc 8901 8353

3892
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1352 543 156
1333 534 173

Nhing thanh phin cu thé clia thong s& nghién clfu chinh dugc gii thiéu trong bisu
db 2. Rosuvastatin lam giam dang ké nguy ca nhbi mau cd tim khng tir vong, dot
quy khdng tir vong va tht thust tai tudi mau mach vanh. Khong c6 su khac biét dang
k& v& mit diéu tri gitra nhém dl‘m% rosuvastatin hay gia dugc vé ti vong do nguy cd
tim mach hay nhap vién vi dau that nguc khong 6n dinh.

Rosuvastatin 1am gidm dang ké nguy co nhdi mau cd tim (6 bién c5 tif vong va

62 bién ¢6 khong i vong & nhom dung gid dugc so véi 8 bién cb tuf vong va 22 bién
cd khemg it vong & nhom diing rosuvastatin) va nguy co dot quy (6 bién ¢6 tur vong
va 58 bién c8 khéng tit vong & nhém ding gid dugc so vdi 3 bién c6 tirvong va

30 bién c6 khang ti vong & nhom diing rosuvastatin).

Trong 1 phén tich phan nhom hau kiém (post-hac) trén nhiing ngudi tham gia nghién
cttu JUPITER (n=1405, rosuvastatin =725, gia dugc = 680) vdi hsCRP 22 mg/l va
khéng co thém yéu t6. nguy co nao khéc (hut thudc, huyét ap 2140/90 hodc dang
digu tri v6i thudc tri tang huyét ap, HDL-C thép) khang tinh dén tudi tac, sau khi didu
chinh d6i vai nhom co HDL-C cao, khdng thiy ¢t ich lgi didu tri dang ké khi digu tri
bang rosuvastatin.

Bi6u dd 2: C4c bién c6 tim mach chinh & nhém didu tri trong nghién ctu JUPITER
S6 Iugng cac bién cd

Tiéu chi Rosuva Giadugc TisGnguyhai  GiatriP
20 mg 20 mg (95% Cl)
(n=8901)  (n=8901)
niles) n(ile?
Tiéu chi nghién clu chinh 142 (7.6) 252 (13,6) 0,56 (0,46, 0,69) <0,001
Chét do bénh tim mach** 35(1,9) 44 (2,4) 0,80 (0,511,24) 0,315
Dot quy khéng tf vong 30 (1,6) 58 (3,1) 0,52 (0,33;0,80) 0,003
Nh8i mau cd tim khéng 22 (1,2) 62 (3,3) 0,35 (0,22,0,58) <0,001
tur vong
N&m vién do dau th&t nguc = 16 (0,9) 27 (1,9) 0,59 (0,32,1,10) 0,093
khéng 6n dinh
Tai tugi méau mach vanh 71 (3,8) 131 (71) 0,54 (0,41;0,72)  <0,001

*Ti 1& bién c6 / 1000-bénh nhan nam
**Chét do bénh tim mach bao gom tif vong do nhdi mau cd tim, tr vong do dot quy
va cac nguyén nhén khac cia tit vong do bénh tim mach.

Sau 1 ndm, rosuvastatin lam tang HDL-C va 1am giam LDL-C, hs CRP, cholesterol
toan phan va nbng dd triglyceride huyét thanh (p<0,001) d tét ca cac thong 6 khi so
sanh vdi gia dudc.

DAC TiNH DUGC DONG HOC

Hap thu:

Nong do dinh trong huyét tudng cla rosuvastatin dat dugc khoang 5 gio sau khi
udng. Do sinh kha dung tuyét déi khoang 20%.

Phan bd:

Rosuvastatin phan b6 rng rai & gan la noi chi yéu tong hdp cholesterol va
thanh thai LOL-C. Thé tich phan b cua rosuvasatin khoang 134 L. Khoang 90%
rosuvastatin k&t hap vdi protein huyét tuong, chu yéu la vdi albumin.

Chuyén hoa:

Rosuvastatin ft bi chuyén hod (khodng 10%). Céc nghién cliu in vitro vé chuyén hoa
c6 st dung cac 18 bao gan ctia ngudi xac dinh réing rosuvastatin la mot chét nén
yBu cho s chuyén hoa qua cytochrome P450. CYP2C9 la chét dong enzyme chinh
tham gia vao qua trinh chuyén hod, 2C19, 3A4 va 2D6 tham gia 6 miic 49 thép han,
Chét chuyén hoa chinh dugc xé4c dinh la N-desmethyl va lactone. Chét chuyén hoa
N-desmethyl c6 hoat tinh yéu hon khoang 50% so vdi rosuvastatin trong khi dang

chéng viém khong steroid.
9 ud lactone khang c6 hoat tinh v& mat 1am sang. Rosuvastatin chiém han 90% hoat tinh
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chong viem khong steroid:

PHY NI’ CO THAI VA CHO CON BU

Crestor chéng chi dinh trén phu nir cé thai va cho con bu.

Phu nir ¢é thé mang thai nén sir dung céc bién phap ngura thai thich hop.

Vi cholesterol va cac san phdm sinh 16ng hop cholesterol khac 1a ¢an thiét cho su
phat trién bao thai, nén nguy co tiém tang do tc ché men HMG-CoA reductase sé
chiém vu thé hon lgi ich cla viéc diéu tri bing Crestor trong sudt théi gian mang

thai. Cac nghién ctiu trén dong vét cho thdy cd nhirng béng chiing giéi han vé doc
tinh trén hé sinh san (xem Dir Liéu An Toan Tién LAm Sang). Néu bénh nhan c6 thai

trong khi di&u tri bang Crestor thi nén ngung thuéc ngay Iap uc.

O chudt, rosuvastatin bai tiét qua sira. Khong c6 dir lidu tuong Umg v& su bai tiét qua

sira & ngudi (xem Chéng Chi Binh).
ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY

Céc nghién cifu dé xac dinh anh hudng cua Crestor trén kha nang i xe va van hanh
may chua dugc thuc hién. Tuy nhién, dya trén nhitng déc tinh dugc luc thi Crestor
khong thé anh hudng trén cac kha nang nay. Khi 18i xe hodc van hanh may nén luu y

ring chéng mat co thé xay ra trong théi gian diu tri.

TAC DUNG KHONG MONG MUON

Céc bién cd khéng mong mudn dudc ghi nhan khi diing Crestor thudng nhe va
thoang qua. Trong cac nghién cltu Idm sang c6 ddi ching, cé dudi 4% bénh nhan
diéu tri bang Crestor riit khéi nghién ciu do bién ¢ khéng mong mudn.

Tan sudt cia cac bién c§ khong
g4p (511000, <1/100), hiém gap (>1/10.000, <1/1000), rét hiém gap (<1/10.000).
Réi loan hé mién dich Hiém gdp: céc phan (ing qua marké ca phi mach.
RGi loan hé than kinh Thuong gép: nhic dau, chong mat.

RGi loan hé tiéu hoa Thutng gap: tao bén, bubn nén, dau bung. Hiém gdp: viém tuy.

R6i loan da va mé dudi da Jt gdp: ngira, phat ban va mé day.

Réi loan hé co xuong, mé lién két va xuong
Thudng gdp: dau ca. Hiém gép: bénh ca, tiéu co van.

Cac r6i loan t6ng quat: Thudng gap: suy nhudc.

Gidng nhur céac chat trc ché men HMG-CoA reductase khéc, 1an sudt xay ra tac dung

khéng mong mudn lién quan dén thudc c6 khuynh hudng phu thudc ligu st dung.

Tac dong trén than: Protein niéu, dudc phat hién bing que thif va ¢ ngudn géc
chinh tif Gng than, da dudc ghi nhan & nhiing bénh nhan digu tri bing Crestor. Su

thay d6i Itgng protein niéu tif khdng c6 hodc chi c6 vét dén dudng tinh ++ hodc cao
hon da dudc nhan thdy & <1% bénh nhan khi didu tri bing Crestor 10 mg va 20mg
va khoéng 3% bénh nhan khi diéu tri béng Crestor 40 mg. Lugng protein niéu tang

nhe tif khéng cb hodc cé vét dén dudng tinh + dudc ghi nhan & liBu 20 mg. Trong
héu hét cac trudng hdp, protein niéu gidm hoac tif bién mét khi tiép luc::gu triva
khong,phai la ddu higu bao tnidc clia benh than Cap tinh hay, SN ER.mem

Téc déng trén hé co-xuong: Tac dbng trén hé co-xuong nhu dau cd, bénh oo va

mét s6 hiém trudng hop tiéu co van da dugc ghi nhan & nhitng bénh nhan dude digu

tri bang Crestor d tat ca cac liBu va dc biét & lidu > 20 mg.

Tang ndng d6 CK theo liu ding dugc quan sat thdy d bénh nhén diing rosuﬁasl;lin;

phan I6n céc truding hop nhe, khéng cd triéu chiing va thodng gua. Néu ndng dé

CK téng (>5xULN), viéc digu tri nén ngung tam théi (xem Luv Y va Thén Trong Khi

Sut Dung).

Tac dong trén gan: Cing giﬁng:hu cac chét (rc ché men HMG-CoA reductase -, .
ieu da dugc ghi nhan & mét sG it bénh nhan dung. -
rosuvastatin; phan Idn cac truding hop déu nhe, khéng co triéu ching va thoang qua.

Trong nghién cttu JUPITER, 17.802 bénh nhan dugec didu tri bAng rosuvastatin 20 ﬁ'lg

khac, tang transaminase theo |

{n=8901) hodc gia dugc (n=8901) trong thai gian trung binh 2 nam. Ti |&é phan tram

bénh nhan ngung diéu tri vi tac dung ngoai y (khéng xét dén quan hé nhan qua véi tr
liéu) & nhém diing rosuvastatin cao hon so véi nhém gid dugc, tueng (g 1a 6,6% so

vdi 6,2%. Dau cd |4 tac dung ngoai § thuding gap nhat dan dén viéc ngung digu tri.

Trong nghién cifu JUPITER, tan suat bénh dai thao duéing & nhom bénh nhén diing
rosuvastatin la 2,8% cao hdn cd y nghia thdng ké so véi nhom bénh nhan dung gia

dudc 2,3%. Lugng HbA1c trung binh tang cao hon cé y nghia thong ké dén 0,1%
@ nhém déuLmn

va Bdc tinh duoc e hoc).

Céc phan (mg ngoai y ghi nhan dudc 22% & cac bénh nhén va c4c ti I& nay cao han

50 v@i nhém gia dugc dudc trinh bay & Bang 1.

Bang 1: Cac phan (g ngoai y* dugc ghi nhan >2% bénh nhan dung CRESTOR

va > nhom gia dugc trong nghién ciru JUPITER (tinh theo % s6 bénh nhan)

mong muén nhu sau: thudng gap (>1/100, <1/10), it

i bang rosuvastatin so véi nhom gia dugc. S6 lugng bénh nhan cé +
HbA1c>6,5% vao cudi dot thir nghiém & nhom dung rosuvastatin cao hon ¢é ¥ nghia
théng ké so vdi nhom gia dudc (xem phan Luu y déc bigt va than trong khi su dung

Phan (ing ngoai y CRESTOR 20 mg Gid dudc
N=8901 N=8901

Dau co 76 6,6

Dau khop 38 3,2

Tao bon 3 3,0

Dai thdo dudng 28 23

Budn ndn 24 2,3

*Céc phén ung ngoai y can xur trf khdn theo dinh danh ctia MedDRA.

Bénh nhi tir 10 dén 17 tudi:
Trong nghién cifu c6 d6i chifng 12 tun & cac bénh nhi nam va bénh nhi nir da co

kinh nguyét, dir liéu v& tinh an toan va kha niing dung nap khi ding CRESTOR 5 mg

dén 20 mg mbi ngay nhin chung ttong ty véi nhém gid dugc (xem phan Hdc tinh
dude Ifc hoc va phan Bdc tinh dugc dong hoc, Cdc nhém bénh nhan dic biéf).

Tuy nhién, sy téng creatine phosphokinase (CK) huyét thanh > 10 x ULN dudc ghi

nhén nhigu hon & nhoém bénh nhi diing rosuvastatin so vdi nhém gia dudc. 4 tniding

hdp trong 130 (3%) bénh nhi diéu tri bang rosuvastatin (2 bénh nhan ding ligu

10 mg, 2 bénh nhan diing liéu 20 mg) bi tng CK > 10 x ULN so vdi khéng c6 truding

hop nao trong sé 46 bénh nhi ding gia duoc.

N-aesmetnyl co hoat tinh yeu hon khoang 50% so véi rosuvastatin trong khi dang
lactone khong c6 hoat tinh v mat Iam sang. Rosuvastatin chiém hon 90% hoat tinh
(¢ ché HMG-CoA reductase trong tuan hoan.

Dao thai:

Khoéng 90% liBu rosuvastatin dugc thai trir & dang khéng déi qua phéan (bao gdm
hoat chét dugc hdp thu va khdng dudc hdp thu) va phan con lai dudc bai tiét ra nudc
tiéu. Khodng 5% dudc bai tiét ra nude tiéu dudi dang khong dbi. Thoi gian ban thai
trong huyét tuong khodng 19 gié. Théi gian ban thai khéng tang khi dung lidu cao
hon. D thanh thai trong huyét tuang trung binh khodng 50 lit/gics (hé s6 bién thién I3
21,7%). Ging nhur cc cht Uic ché men HMG-CoA reductase khac, sy van chuyén
rosuvastatin qua gan can dén chét van chuyén qua mang OATP-C. Chét van chuyén
nay quan trong trong viéc dao thai rosuvastatin qua gan.

Tinh tuyén tinh:

Mifc do tiép xuc cua rosuvastatin tinh theo nbng dé va thi gian tang ti 1& vdi liéu
dung. Khéng co sy thay d6i nao vé cac théng s dugc dong hoc sau nhiéu lidu ding
hang ngay.

Cac nhom bénh nhan dac biét

Tudi téc va gidi tinh: tac ddng cua tudi thc hodc gidi tinh trén dugde dong hoc clia
rosuvastatin khong lién quan vé mét Iam sang trén ngudi trudng thanh. Dugc dé
hoc clia rosuvastalin trén tré em va thiéu nién bj ting cholesterol mau gia dinh kiéu
di hop tir thi tuong tu trén ngudi tinh nguyén trudng thanh,

Chuing téc: Cac nghién ciru dugc dong hoc cho thdy AUC va C,,, téng khoang gdp
2 [an @ ngudi Chau A séng & Chau A so véi ngudi da tring séng @ phuong Tay.

Anh hudng cla céc yéu t6 di truyén va méi trudng déi véi su thay déi nay chua xéc
dinh dugc. Mgt phan tich dugc dong hoc theo quan thé dan cu cho thiy khong cé
su' khéc biét c6 y nghia 1am sang vé dugc ddng hoc @ cac nhém ngudi da trdng va
ngudi da den.

Suy tham.

Trong nghién ciru trén ngudi suy than @ nhidu mic d khac nhau cho thy ring
bénh than tir nhe dén vira khong anh hudng dén ndng dé rosuvastatin hoc chét
chuyén hoa N-desmethyl trong huyét tuong. Bénh nhan suy than nang (86 thanh thai
creatinine huyét tuong < 30 mi/phdt) c6 ndng dd thudc trong huyét tuang ting cao
gdp 3 lan va ndng d6 chat chuyén hoa N-desmethyl tang cao gdp 9 lan so véi ngudi
tinh nguyén khoé manh. NBng dé cua rosuvastatin trong huyét tuong & trang thai 6n
dinh @ nhitng bénh nhan dang thdm phan mau cao hdn khoang 50% so vdi ngudi
tinh nguyén khde manh.

Suy gan:

Trong nghién ctfu trén ngudi tén thifdng gan ¢ nhiéu muc do khac nhau, khéng cé
bang chiing vé tdng mic tiép xtc cla rosuvastatin tinh theo nng do va thai gian &
nhitng bénh nhan cé diém s& Child-Pugh < 7. Tuy nhién, 2 bénh nhan véi diém sd
Child-Pugh 1a 8 va 9 c6 mifc @6 tiép xic cua rosuvastatin tinh theo nong do va thai
gian tang 1én t6i thiéu gép 2 1an so vdi ngudii cé diém sé Child-Pugh thap hon. Khdng
cé kinh nghiém @& nhimg bénh nhan véi diém s6 Child-Pugh > 9.

Dir liéu an toan tién 1am sang .

Dir liéu tién 1am sang cho thdy khéng c6 nguy co dac biét nao trén ngudi dua trén
cac nghién clu thudng quy ve duge ly an tean, dac tinh thudic khi ding ligu 1ap lai,
ddc tinh trén gen va kha ndng gay ung thu. M6t nghién ciu trudc va sau khi sanh &
chuft cho thdy déc tinh trén hé sinh san |4 hién nhién tir viéc gidm kich thude, khai
lugng va su' song sét cia chudt con. Nhifng tc déng nay dudc ghi nhan @ céac lidu
dée cho chuét me @ lidu cao hon gdp nhigu I&n so véi lidu didu tri.

TA DUQC :

Thanh phén nhén vién thuéc

Lactose monohydrat, cellulose vi tinh thé, calci phosphat, crospovidon, magnesi

stearat.

Thanh phén bao vién

|5¢actose monchydrat, hypromellose, glycerol triacetat, titan dioxyd (E171), oxyd sét
(E172).

TUONG KY Chua biét.
HAN DUNG 2 nam ké tir ngay san xudt.

LUU Y DAC BIET KHI BAO QUAN Khéing bdo quan trén 30°C. Bao quan trong bao
bi géc.

DANG BONG GOI

CRESTOR 5 mg, hép 2 vi x 14 vién.

CRESTOR 10 mg, hép 2 vi x 14 vién.

CRESTOR 20 mg, hop 2 vi x 14 vién,

HUGNG DAN KHI DUNG Khéng c6 huéing din dac biét.

POC KY HUONG DAN SU DUNG TRUGC KHI DUNG. NEU CAN THEM THONG
TIN, XIN HOI Y KIEN CUA BAC SY. i ik

THUOG CHI DUNG THEO SU KE TOA CUA BAC SY.

THONG BAO CHO BAC SY, DUQC SY BIET NHUNG TAC DUNG KHONG MONG
MUGN GAP PHAI KHI DUNG THUGC.

DE XA TAM TAY TRE EM.

NHA SAN XUAT

iPR Pharmaceuticals, Inc.

Carr 188 Lote 17, San Isidro Industrial Park, Po Box 1624, Canovanas, PR 00729,
Puerto Rico, Hoa Ky. . e -

NHA BONG GOI

AstraZeneca UK Limited

Silk Road Business Park, Macclesfield, Cheshire
Anh, SK10 2NA.

Ngay hiéu dinh toa thu6c: thang 1-2015
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