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CRESTOR

rosuvastatin

Manufactured by iPR Pharmaceuticals Inc.
Carr 188 Lote 17, San |sidro Industrial Park, Po Box
1624, Canovanas, PR 00729, Puerto Rico, USA.
Packed by AstraZeneca UK Limited

Silk Road Business Park, Macclesfield,

Cheshire, SK10 2NA United Kingdom

CRESTOR is a trademark of the Astr E
group of companies,
© AstraZeneca 2014
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rosuvastatin

® TOBE TAKEN ORALLY AS DIRECTED BY THE PRESCRIBER

CRESTOR" |

Each tablet contains 20mg rosuvastatin (as rosuvastatin calcium).
Also contains glycerol.

INDICATIONS, DOSAGE. CONTRA-INDICATIONS:
Fiease refer to the package insert
READ THE PACKAGE INSERT CAREFULLY BEFORE USING

DO NOT EXCEED THE INDICATED DOSAGE

Da not chew or crush the tablets, The tablets should be
swallowed whole with half a glass of water,

KEEP ALL MEDICINES AWAY FROM CHILDREN

Do not store above 30°C, Store in original package.
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Product: CRESTOR 20 mg,
BLISTER




CRESTOR®

5mg, 10 mg, 20 mg, 40 mg
Vién nén bao phim

THANH PHAN
Mbi vién chira 5 mg, 10 mg, 20 mg hoéc 40 mg rosuvastatin
dwéi dang rosuvastatin canxi. T4 duge: xem phan Ta dworc.

DANG BAO CHE

Vién nén bao phim.

Hinh trén, mau vang (5 mg); hinh tron, mau héng (10 mg va
20 mg); hinh bau duc, mau hdng (40 mg).

CHI BINH PIEU TR|

Tang cholesterol mau nguyén phat (loai lla k& ca ting
cholesterol mau gia dinh kiéu di hop t&) hoac réi loan lipid
méau hdn hep (loai IIb): 1a mét liéu phap ho tro' cho ché @6 an
kiéng khi bénh nhan khéng dap wng day au voi ché dd an
kiéng va cac liéu phap khéng dung thubc khac (nhw tap thé
duc, gidm can).

Réi loan béta lipoprotein mau nguyén phat (tang lipoprotein
mau typ Ill): CRESTOR dwgc chi dinh nhw 1a mét liéu phap
b tro cho ché dd an kigng trong diéu trj bénh nhan co rbi
loan béta lipoprotein mau nguyén phat (tang lipoprotein mau
typ HI).

Crestor dwoc chi dinh nhw liéu phap diéu tri bd tro cho ché
dd &n kiéng & nhirng bénh nhan ngudi Ién cé tang triglycerid.

Tang cholesterol mau gia dinh kiéu ddng hop ti: dung hé tro
cho ché do &n kiéng va cac bién phap diéu tri giam lipid khac
(nhw ly trich LDL mau) hodc khi cac liéu phap nay khong
thich hop.

Bénh nhi tir 10 dén 17 tudi bi tang cholesterol mau gia d@inh
kiéu di hop tr (HeFH): Hb tro ché do &n kiéng nham lam
gidm lwong cholesterol toan phén, LDL-cholesterol va ApoB
trén nhirng bénh nhan thanh thiéu nién 10 dén 17 tudi bi tang
cholesterol mau gia dinh kiéu di hop t& (d6i voi nir da co kinh
nguyét it nhat 1 nam) néu nhirng yéu té sau van con tdn tai
sau khi diéu tri bang ché @6 &n kiéng: LDL-C >190 mg/dL hay
>160 mg/dL va ¢ tién st gia dinh mic bénh tim mach sém
hoac co 2 hay nhiéu hon yéu td nguy co' v& bénh tim mach.

Crestor dwec chi dinh nhw liéu phap diéu tri bd tro cho ché
dd an kiéng nham lam cham tién trién clia bénh xo vira dong
mach & bénh nhan nguei I6n nhw 1a mot Phén clia chién
Iwgre didu tri nhdm gidm cholesterol toan phan va LDL-C @&
dat cac mirc muc tiéu.

Phéng nglra bénh tim mach nguyén phat:
O nhitng ca thé khéng c6 bang chirng lam sang vé bénh
mach vanh nhwng cé nguy co bénh tim mach nhuw 1& 250 tudi
& nam gi¢i, 260 tudi & ni gidi, hsCRP 22mg/L va c6 thém it
nhat 1 yéu td nguy co bénh tim mach nhw la ting huyét ap,
HDL-C thép, hut thubc hodc cé tién st gia dinh vé bénh
mach vanh sém, CRESTOR dworc chi dinh:

- Gidm nguy co doét quy

- Gidm nguy co nhdi mau co tim

- Giam nguy co thu thuat tai twéi mau mach vanh.

Giéi han diéu trii CRESTOR chwa duwoc nghién cleu trén
bénh nhan réi loan lipid mau typ | va typ V theo phan loai clia
Fredrickson.

LIEU LLPO'NG VA CACH SU DUNG

Trwéc khi bat ddu diéu tri, bénh nhan phai theo ché d6 an
kiéng chuén gidm cholesterol va tiép tuc duy tri ché o nay
trong sudt thoi gian diéu tri. St dung cac Hwéng Dan Déng
Thuan hién nay vé diéu tri réi loan lipid d& digu chinh lidu
Crestor cho tirng bénh nhan theo muc tiéu diéu tri va dap
(rng clia bénh nhan.

Liéu khoi dau khuyén céo 1a 5 mg hodc 10 mg, ubng ngay 1
I&n cho ca bénh nhan chua tirng ding thudc nhém statin va
bénh nhan chuyén tr dung thubc c ché HMG-CoA
reductase khac sang dung Crestor. Viéc chon lya liéu khoi
dau nén lvu y dén mirc cholesterol cla tirng bénh nhan,
nguy ce tim mach sau nay clng nhw kha nang xay ra cac tac
dung khéng mong muén. Khuyén cao bét dau véi lidu thap
nhét ma thubc c6 tac dung, sau d6 néu can thiét, co thé diéu
chinh liéu theo nhu ciu va dap (rng cla tirng ngudi bang
céch tang liéu tirng dot cach nhau khong dwéi 4 tuan va phai
theo déi cac phan tng co hai ctia thudc, dac biét la cac phan
(rng co hai dbi v&i hé co (xem Pdc Tinh Duge Luc Hoc). Vi
tAn suét tac dung khéng mong muén téng khi dung lidu 40
mg so voi cac lidu thdp hon (xem phan Téc dung khong
mong muén), viéc chun lidu lan cudi dén 40 mg chi nén
dwoc xem xet cho cac bénh nhan tang cholesterol mau néng
c6 nguy co' cac vé bénh tim mach (dac biét la cac bénh nhan
tang cholesterol mau gia dinh), ma khong dat dwoc muc tiéu
diéu tri & liéu 20 mg va cac bénh nhan nay can phai duoc
theo doi thweng xuyén (xem Lwu Y va Than Trong Khi S
Dung). Can c6 s theo ddi chat ché cia bac sy chuyén khoa
khi bat dau ding lidu 40 mg. o

Crestor co thé diing bét ct lic nao trong ngay, trong hodc xa,\ =
bira an. \
Tré em L -

Tang cholesterol mau gia dinh kiéu di n bénh nhi
(tr 10 dén 17 tuéi): \U

Liéu thuéng st dung clia CRESTOR la 5-20 mg/ngay, lidu
khuyén cao tdi da la 20 mg/ngay (liéu lén hon 20 mg chuwa
dwoc nghién ciru trén nhoém bénh nhan nay). Liéu st dung
nén dwoc dung theo tirng c& nhan dira trén muc tiéu diéu tri
duoc khuyén céo (xem phan Chi dinh diéu tri va Dic tinh
duoc e hoc). Biéu chinh liéu chi nén thwe hién sau khoang
thoi gian 2 4 tuan.

Tang cholesterol méu gia dinh kiéu déng hop ti: Kinh nghiém
st dung chi gi¢i han trén mot nhém nhé tré em (28 tudi).

Nguroi cao tudi
Khéng can diéu chinh liéu.

Bénh nhan suy than

Khéng can diéu chinh liéu & cac bénh nhan suy than tir nhe
dén vira.

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

Bénh nhan suy gan

M(rc @6 tiép xuc véi rosuvastatin tinh theo néng dd va thai
gian khéng ting & nhirng bénh nhan cé diém sb Child-Pugh <
7. Tuy nhién mirc d6 tiép xuc vei thube tang 1én da duoc ghi
nhan & nhi*ng bénh nhan c6 diém sé Child-Pugh 8 va 9 (xem
Bic Tinh Dugc Bong Hoc). O nhirng bénh nhan nay nén
xem xét dén viéc danh gia chirc nang than (xem Luu Y va
Than Trong Khi St Dung). Chua cd kinh nghiém trén cac
bénh nhan c6 diém sé Child-Pugh trén 9. Chéng chi dinh
dung Crestor cho cac bénh nhan méc bénh gan phat trién
(xem Choéng Chi Binh).



Chiang toc

Tang mrc 4o tiép x0c voi thudc tinh theo ndng d& va thei
gian da duwgc ghi nhan & bénh nhan Chau A {Xem Lu Y va
Théan Trong Khi S Dung va Bédc Tinh Duge Bdng Hoc). Do
d% nén can nhéc liéu khdi didém 5 mg doi voi ngudi Chau A

S dung trong diéu tri phéi hop thube

Liéu dung CRESTCR khi s dung phdi hop v&i atazanavir,
ritonavir/fatazanavir, lopinavirfritonavir khong vuwet qua 10
mg/ldningay (xem Luru ¥ va than trong khi sir dung va Tuong
tac thudce).

Trwrérng hop lidu khuyén cao CRESTOR la 40 mg, lidu ding
CRESTOR khi s dung phéi hop véi cyclosporine khéng nén
virot qua S mgllénmg«?y (xem Luu ¥y va thén trong khi s
dung va Tuong tae thube).

Trwérng hop ligu khuyén cdo CRESTOR 13 20 mg, liéu ding
CRESTOR khi si¥ dung phéi hop v&i gemfibrozil khdng nén
vuot qua 10 mgflan/ngay (xem Luu ¥ vd than trong khi st
dung va Tuong tac thudc).

CHONG CHI BINH

Chong chi dinh dung Crestor:
bénh nhan qua man véri rosuvastatin hodc bat ky ta duoc
nao cua thude.

- bénh nhan méc bénh gan phat trién k& ca ting
transaminase huyét thanh kéo dai va khéng ré nguyan
nhén, va khi ndng &8 transaminase huyét thanh tng hen
3 14n gi%i han trén cila mie binh thuéng (ULN).
bénh nhan suy than ndng {d6 thanh thai creatinine < 30
ml/phut}.

- bé&nh nhan cé bénh ly vé co.

- bénh nhan dang dung cyclosporin.

- phu ni c6 thai va cho con bu, phy ni ¢6 thé ¢6 thai ma
khdng dung cac bién phap tranh thai thich hop.

LUU Y VA THAN TRONG KHI SIf DUNG

Anh huéna trén than

“ Protein niéu, dwoc phat hién bang gue the va cé ngudn goc
mh flr :fmg than, da dwoc ghi nhan & nhirng bénh nhan
digu tri bang Crestor liéu cao, dac bigt & lidu 40 mg, phén lon
tinh" rang nay thoang gua hodc thinh thoang xay ra. Protein
nleu I}hong pha| la déu hiéu bao trwdc cla tinh trang bénh
tha hoac tién trién {xem Tac Dung Khdng Mong Mubn).
Capgdanh gia chirc nang than trong thdi gian theo dai cac
b&nh nhan d8 dwoc didu tri véi lidu 40 mg.

Anh huwdna trén co xwong
Cac tac dong trén co xwong nhuw gay ra dau co va bénh co
va mét 56 hiém treong hop tiéu co van i dugc ghi nhan &
nhitng b&nh nhan duroc diéu tri béing Crestor & tét ca cac lidu
va ddc biét & lidu > 20 mg.

Do néng da Creatine Kinase (CK)

Khéng nén do ndng do creatine kinase (CK) sau khi van déng
géng strc hodc khi ca sip hién dién clia mat nguyén nhan nac
d6 co thé lam tang CK vi didu nay co thé lam sai léch két
qua. Néu ndng d& CK ting cao dang ké trwdc khi didu tri (>
5xULN} thi n&n thwe hién mét xét nghiém dé xac dinh lai
trong vong 5-7 ngay. Néu xét nghiém I1ap lai xac dinh néng do
CK trwédc khi digu tri van Idn hon SxULN thi khang nén bét
d4u diéu tri béng Crestor.

Trusde khi diéu tri

Gibng nhw cac chét (e ché men HMG-CoA reductase,
Crestor ¢6 nguy co gay ra cac phan g co hal dbi voi hé oo
nhu teo ce, viem ce, ¢an than trong khi ding Crestor & bénh
nhan co cac yéu td nguy co co thé dan dén tdn thuong cor,

bénh ly vé coftiéu co van; xét nghiém CK nén dwoc tién hanh
trong nhirng truéng hop:
- suy giam ch&c nang than
« nhuwgc giap
- tién s ban than hoac tién st gia dinh méc bénh co di
truyén
- tién s@ bi b&nh co do s dung statin ho#c fibrate
tredre Ao
- tién sir bénh gan varhoac udng nhidu rugu
- bénh nhan cao twdi (> 70 tudi) ¢6 nhikng yéu & nguy
co bi tiégu co van
cac tinh trang co thé gay ra ting néng da thudc trong
huyét tang (xem Pac tinh Duoec Bong Hoc)
dung déng thév vevi cac fibrate
kha n3ng xay ra twong tac thudc va mot sb doi trgng
bénh nhan dac biét

Trong nhing trieéng hop nay nén can nhic lgi ich/ nguy co
va theo dbi bénh nhan trén 1am sang khi didu tri bang statin.
Néu két qua xét nghiém CK > 5 1an gi¢i han trén cla muc
binh thwérng, khéng nén bat dau diéu tri bang statin.

Trong khi ciéu t

Cén theo dbi chit ché cac phan ¢ng co hai trong qua trinh
dung thudc. Nén y&u ciu bénh nhan baoc cao ngay cho bac s7
cac hién tugng dau co, cwng o, yéu co hodc vop bé khéng
g|a| thich dwoc, dac biét néu co kém mét mdi, sot, nwdc tidu
s&m mau, bubn ndn hodc ndn trong qua trinh sl dung thudc.
Khi ¢6 cac bidu hign ndy, bénh nhan can lam xét nghiém CK
de co cac bién phap can thigép phd hop. Nén ngung ding
Crestor néu ndng dd CK tang cao dang ké (> 5xULN) ho&c
cac triéu chikng vé co trdm trong va gay kho chiu hang ngay
(ngay ca khi ndng g8 CK < 5xJLN). N&u cac frieu chirng nay
khéng con nia va ndng dé CK trd lai mire binh thwéng nén
xem xét dén viéc dung lai Crestor hodc diing mét chat e ché
men HMG-CoA reductase khac & liéu thdp nhét va theo doi
chat ché.

Viéc theo dbi dinh ky néng d5 CK & céc bénh nhan khéng co
triéu chirng khong dam bao phat hién bénh co.

Tang nguy co ton thirong co khi sit dung statin @ng theri voi
cac thude sau:

Gemfibrozil

- C#c thudc ha cholesteral mau nhom fibrate khac.
Niacin liéu cao (> 1 g/ngay)
Colchicin

Trong cac thir nghiém 1am sang, khéng ghi nhan thdy s gia
tng anh huéng trén co xwong & mot s6 it bénh nhan ding
Crestor dbng thei véi cac thudc khac. Tuy nhién, ty 1& méc
bénh viém co va bénh co gia ting da duoc thay & bénh nhan
ding cac chat trc ché men HMG-CoA reductase khac ddng
theri v&i cac dln xuét cda axit fibric k& ca gemfibrozil,
cyclosporin, axit nicotinic, thudc khang nédm nhém azole, cac
chét e ché men protease va khang sinh nhem macreolide.
Gemfibrozil lam ting nguy co bénh co khi ding ddng théi v
véi chét Gc ché men HMG-CoA reductase Do vay, sy phdi
hop gitba Crestor va gemfibrozil khéng duwoc khuyén cdo,
Viec sir dung két hop Crestor véi fibrate hodc niacin dé dat
dwee sy thay ddi hon nira ndng da lipid nén duree can nhic
ki gilra Igi ich va nguy co c6 thé xdy ra do nhirng két hop
nay (xem Tuwong Tac Thubc va Tac Dung Khong Mong
Muén).

Khong nén dling Crestor cho hé&nh nhan cé tinh trang nghiém
trong cép tinh, nghi ngér do bénh co hodc co thé dan dén suy
than thir phat do tiéu co van (nhe nhiém khuin huyét, tut



huyét ap, dai phau, chan thwong, rdi loan dién giai, ndi tiét va
chuyén héa nang; hodc co giat khong kiém soat duoc).

Anh huéna trén gan

Gibng nhw cac chéat tre ché men HMG-CoA reductase khac,
can than trong khi dung Crestor & bénh nhan nghién reou
nang va’hodc co tién sk bénh gan.

Cac thir nghiém chirc ndng gan dwec khuyén cao thuc hién
truérc khi didu tri va 3 thang sau khi bat du didu tri bang
Crestor. N&n ngung hodc gidm lidu Crestor néu néng do
transaminase huyét thanh gap 2 Ian gi&i han trén cia mikc
binh theong. .

@ nhi*ng bénh nhan ting cholesterol thir phat do thidéu ning
tuyén giap hodc héi ching than he, thi nhirng bénh nay phai
dworc didu tri triedre khi bat dau dung Crestor.

China téc )

Cac nghién clru duoe ddng hoc cho thay co s gia tang mikc
dd tiép xtc v&i thude tinh theo ndng da va thdi gian & bénh
nhan Chau A so v&i ngudi da trang (xem Ligu Luong va
Cach S& Dung va Bac Tinh Dugc Bdng Hoc).

Tac déna trén hé nbi tiét

Tang HbA1c va ndng dd glucose huyét luc doi da duoc ghi
nhan khi ding céc chét (rc ché HMG-CoA reductase, bao
gbm ca CRESTOR (xem Téc dung ngoai ¥)

Céc chat trc ché protease

Viéc sir dyng dbng théi cac thubc ha lipid mau nhém statin
v&i cac thuée rc ché protease diéu tri HIV va viém gan siéu
vi C (HCV) co thé lam tang nguy co gay tdn thwong ce,
nghiém treng nhét 1a tigu cor van. Tinh trang tén thueng than
I3 hau qua cda tieu co van, cb thé dan dén suy than va gay
tlr vong. Khong khuyén cao dung chung véi cac chat ke ché
protease (xem phan Tuwong tac thudc)

St duna trén bénh nhi

Tinh an toan va hiéu gua cGa CRESTOR trén cac bénh nhén
tir 10 dén 17 tudi bi tang cholesterol mau gia dinh kidu dj hop
tlr dwoe danh gia trong thir nghiém 1am sang co déi chirng
kéo dai 12 tuan, tiép theo la giai doan nhan mé& 40 tuan. B&nh
nhan duge didu tri bdng CRESTOR 5 mg, 10 mg va 20 mg
méi ngay cd dir ligu vé& cac tac dung ngoai ¥ ndi chung twong
tw nhw nhom dung gia dwoc (xem phan Tac dung ngoai ).
Mac du khéng phai tit cad cac phan (ng ngoai ¥ quan sat
dwoe & nhom bénh nhan trwdng thanh déu duwgc ghi nhan
trong cac thi nghiém Iam sang & tré em va thanh thiéu nién
nhwng cac Iy y va than trong ¢an nhac & tré em va thanh
thiéu nién nén twang twe nhw & ngudi I6n. Khang tim thay anh
hwéng nao cla CRESTOR trén suw tang trwéng, thé trang,
chi s6 khéi co thé hoac s hoan thign hé sinh duc (xem phan
Tac dung ngoai ¥) & cac bénh nhi (1 10 dén 17 tudi). Cac
banh nhan thiéu nién niv nén dwoc st dung bién phap tranh
thai thich hgp trong théi gian diéu tri bAng CRESTOR (xem
phan Bac tinh dwoc dong hoc, Cac nhém bénh nhdn dic
bigf). CRESTOR chwa dwge nghién clru trong cac thir
nghiém lam sang c6 déi ching lién quan dén cac bénh nhan
chwa day thi hodc cac bénh nhan nhé hon 10 tudi. Lidu s
dung CRESTOR Ié¢n hon 20 mg chra duwoc nghién ciru &
cac bénh nhi.

Nghign ctru v& cac bénh nhi va thanh thiéu nién bj ting
cholesterol mau gia dinh kiéu déng hop 1t chi giéi han trén 8
bénh nhan (28 tugi).

TUWONG TAC THUOC

Cyclosporine

Cyclosporine lam tang ndng 4o va théi gian tiép xdc voi
rosuvastatin (dién tich dudi dwdng cong AUC) gép 7 I3n. vi
thé, trieng hop lidu khuyén cdo hang ngay !a 40 mg
CRESTOR ma bénh nhan dang dung cyclosporine thi lidu
diung CRESTOR khéng nén vuot qué 5 mg, 1 [an/ngay (xem
Liéu Lirong va Céach Sir Dung, Liru Y va Thén Trong Khi St
Dung)

Khi st dung dbng théri cyclosporing va CRESTOR, cén ¢b siy
theo dbi chit ché cla bac sT chuyén khoa.

Gemfibrozil

Gemfibrozil lam tang dang ké néng do va thei gian tigp xlc
cla resuvastatin. Do nguy cof tang bénh Iy covdtiéu co van da
dwoc ghi nhan, nén tranh phéi hop CRESTOR vGi
gemfibrozil. Néu phai sl dung cung lic thi lidu ding
CRESTOR khéng nén virgt qua 10 mg, 1 1an/ngay.

Yc ché men Protease

Dung ddng théi rosuvastatin véi mat sd thudc e ché men
protease phéi hop véi ritonavir sé cé tac déng khac nhau én
néng dd va thoi gian tidép xic cla rosuvastatine Phéi hop
thudc e ché men protease lopinavir / ritonavir va atazanavir /
ritonavir 1am té&ng nbéng dd va thdi gian tiép x0c cla
rosuvastatin (AUC) gp 3 1&n. Trweng hep ligu khuyén cao
hang ngay la 40 mg CRESTOR, khi st dung cling v&i cac két
hop thudc nay, liéu CRESTOR khéng nén vwot quéa 10 mg, 1
lan/ngay. S k&t hop cla tipranavir / ritonavir hodc
fosamprenavir / ritonavir |am thay @i it hay khéng thay ddi
néng do va thdi gian tiép xlc cla rosuvastatin. Can than
trong khi dung déng th&i rosuvastatin véi cée thude e ché
protease duoe diung phdi hop véi ritonavir (xem Lidu frong
va Cach S&r Dung, Lo y va Than Trong Khi Str Dung).

Thubc chéna ddna Coumarin

CRESTOR lam tang dang ké chi s6 INR & bénh nkan ding
thubc chéng ddng coumarin. Vi thé, nén than tro.vfg khi ding
ddng thoi thubc chéng dong coumanil ddng thoi voi
CRESTOR. ¢ bénh nhan dung ddng th&'ﬂ\ be chong dong
coumarin va CRESTOR, nén xac dinh INE*Irwcc khi bét dau
dung CRESTOR va dinh ky kiém tra trong giai doan s&m cua
qua trinh diéu tri d& dam bao chi s& INR khéng bi thay dbi
dang k& (xem Lu ¥ va Than Trong Khi Sir Dung).

Niacin

Nguy co tac dong |18n hé co xwong cb thé gia tang khi sl
dung CRESTOR phéi hop véi niacin & lidqu thay ddi lipid { 21
g/ngay} ; nén than trong khi k& don v&i CRESTOR (xem Liru
Y va Than Trong Khi Str Dung).

Fenofibrate

Khi sir dung ddng théri CRESTOR véi fenofibrate, khong o
ghi nhan sw gia tang AUC cla rosuvastatin hay fenofibrate co
y nghia l&m sang. Vi da biét trong qua trinh digu trj v&i chét
¢ ché men HMG-CoA reductase, nguy co bénh Iy co gia
t&ng khi dung ddng thoi vai fenofibrate, nén than trong khi k&
don fenofibrate voi CRESTOR (xem Liru ¥ va Than Trong
Khi 8& Dung).

Cac nhira gan acid mat co thé 1am gidm rd rét kha dung sinh
hac cla statin khi udng cing. Vi vay thdi gian dung 2 thubc
nay phai cach xa nhau. Mac di khéng tién hanh céc nghién
clru v& trong tac thude trong 1am sang, nhung khong thay co
biéu hién twong téc ¢ hai co ¥ nghia |1am sang khi dung
statin cung véi cac chét bc ché enzym chuyén angiotensin,



cac thudc chen beta, chen kénh calci, thube loi tidu va thubc
chéng viém khéng steroid.

PHL) NIF CO THAI VA CHO CON BU

Crestor chéng chi dinh trén phuy ni¥ ¢é thai va cho con bu.

Phy ni¥ c6 thé mang thai nén st dung cac bién phap ngira
thai thich hop.

Vi cholesteral va cac san phdm sinh tdng hop cholestercl
khac 12 c&n thiét cho sw phat trién bao thai, nén nguy co' tiém
tang do rc ché men HMG-CoA reductase s& chiém wu thé
hen lgi ich cia viée didu tri bang Crestor trong sudt thei gian
mang thai. Cac nghién ctru trén ddng vat cho thay cd nhirng
bang chitng gidi han vé& doc tinh trén hé sinh san {xem D
Liéu An Toan Tién Lam Sang). Néu bénh nhan co thai trong
khi digu tri bdng Crestor thi nén ngwng thubc ngay lap toc.

@ chudt, rosuvastatin bai tiét qua stra. Khéng co di lidu
tirong (ing v& sy bai tigt qua slra & nguei (xem Chéng Chl
&inh).

ANH HUPONG LEN KHA NANG LAl XE VA VAN HANH
MAY

Cac nghién clru d& xac dinh anh hwdng cia Crestor trén kha
nang lai xe va van hanh may chuwa dwgc thyc hién Tuy
nhién, dya trén nhirng d&c tinh dugc Iire thi Crestor khong
thé anh hw@ng trén cac kha nang nay. Khi lai xe hodc van
hanh may nén lwu v rAng chéng mét co thé xay ra trong thoi
gian diéu tri.

TAC DUNG KHONG MONG MUON

C4c bién cd khdng mong mudn duoc ghi nhan khi ding
Crestor thudng nhéx\ va thoang gua. Trong cac nghién ciru
lam sang co dbi chirng, co dwdi 4% bénh nhan didu tri bang
Crestor rit khdi nghiénclru do bién cb khéng mong muén.
Tan suat cla cac biey cd khdng mong mudn nhu sau:

thuréng gap (>1/108 ; 0), it gép (>1/1000, <1/100), hiém
gap (>1/110.000%=t000), rat hiém gap (<1/10.000).

R6i loan hé mh Hiém géap: céc phan (ng qua man ké
ca phu mach.

Réi loan hé than kinh Thuong gép: nhirc dau, chong mat.

Roi loan hé tieu hoa Thudng gap: tao bén, budn nén, dau
bung. Hiém gap; viém tuy.

Réi loan da va m& dwdi da t gdp: ngua, phat ban va mé
day.

Rébi loan hé co xwong, mo lién két va xwong
Thudng gap: dau co. Hiém gap: bénh co, tigu co van.

Céc rbi loan tdng quat Thudng gap: suy nhuoc.

Gibng nhir cac chat e ché men HMG-CoA reductase khac,
tan sudt xdy ra tac dung khéng mong mubn lién quan dén
thude cé khuynh hudng phu thude lidu str dung.

Tac déng trén than: Protein niéu, duoc phat hién bang que
thir va 6 ngudn gdc chinh tir dng than, d4 dwoc ghi nhan &
nhitng bénh nhan didu tri bing Crestor, Sy thay dbi lweng
protein nigu tir khang cé hodc chi ca vét dén duong tinh ++
hodc cao hon d4 dwoc nhan thay & <1% bénh nhan khi digu
tri bAng Crestor 10 mg va 20 mg va khoang 3% bénh nhan
khi didu tri bdng Crestor 40 mg. Lugng protein niéu tang nhe
tir khéng cé hodc cé vét d&n dueng tinh + dwee ghi nhan &
lidu 20 mg. Trong hdu hét céc truémg hop, protein niéu gidm
hodc ty bién mat khi tiép tuc didqu tri va khéng phai & dau
hiéu bao triedc clia bénh than cép tinh hay tién trién,

Tac dong trén hé co-xwong: Tac dong trén hé co-xwong
nhw dau co, bénh co va mdt sb hiém trrdng hop tiéu cor van
da dwoc ghi nhan & nhixng bénh nhan dwoc didu tri bang
Crestor & tat ca cac lidu va déc biét & lidu > 20 mg.

Tang ndng do CK theo liéu diing duge quan sat thay & bénh
nhéan dung rosuvastatin; phan I&n cac triedng hep nhe, khong
co trisu chirng va thoang qua. Néu néng d6 CK tang
(>5xULN), viéc didu tri nén ngwng tam thoi (xem Luw ¥ va
Thén Trong Khi Sir Dung).

Tac déng trén gan: Ciing giéng nhw cac chét (e ché men
HMG-CoA reductase khac, téng transaminase theo liéu da
dwoc ghi nhan & mdt sb it bénh nhan diung rosuvastating
phén I&n cac truang hep déu nhe, khéng b tridéu chirng va
thoang qua.

Trong nghién clru JUPITER, 17.802 bénh nhan dwegc diéu tri
bang rosuvastatin 20 mg (n=8901) hoic gid dwge (n=83801)
trong thévi gian trung binh 2 ndm. T7 1& phan trdm bénh nhan
ngwng diéu tri vi tac dung ngoai ¥ (khéng xét dén quan hé
nhan qua v&i tr liéu) & nhom ding rosuvastatin cao hon so
v&i nhom gid duwee, teong ng la 6,6% so véi 6,2%. Dau co
|& tac dung ngoai y thuéong gép nhét dan @én viéc nguwng
diéu ri,

Trong nghién clru JUPITER, tn suat bénh dai thao dwang &
nhém bénh nhan dung rosuvastatin 1a 2,8% cao hon ¢b ¥
nghta théng ké so v&i nhom bénh nhan dung gia dugc 2, 3%.
Lirgng HbA1c trung binh ting cao hon cé v nghia théng ké
dén 0,1% & nhém diéu tri bdng rosuvastatin so v&i nhém gid
dwee. 86 lwgng bénh nhan 6 HbA1c>8,5% vao cubi dot they
nghiém & nhém ding rosuvastatin cac han cé y nghia théng
ké so voi nhom gid dugce (xem phan Luu y ddc bidt va than
trong khi stk dung va Bédc tinh duwrge e hoc).

Céc phan (ng ngoai y ghi nhan dwoc 22% & cac bénh nhan
va cac 1l 18 nay cao hon so v&i hham gia duwgc dugece trinh
bay & Bang 1.

Bang 1: Cac phan (png ngoai ¥* dwoc ghi nhan 22% bénh nhian ding
CRESTOR va » nhdm gia dwge trong nghign ciu JUPITER (tinh theo %
85 bénh nhan)

Phé&n ing ngoaiy | CRESTOR 20 mg | Gid dwoc
N=8901 N=8901

Bau co 786 66

Bau khép 3.8 32

Tao bon 33 30

Budn ndn 2.4 2.3

*Cac phan ¢¥ng ngoai v can xiv trf khan theo dinh danh clia
MedDRA.

Bénh nhi tr 10 dén 17 tudi:

Trong nghién ciru c6 ddi chirng 12 tudn & cac bénh nhi nam
va bénh nhi nir da cé kinh nguyét, di¥ liéu vé tinh an toan va
kha nang dung nap khi ding CRESTOR 5 mg dén 20 mg méi
ngay nhin chung twong e véi nhém gid dwge (xem phan Dic
tink dugc fuvc hoc va phan Péc tinh duoc dong hoc, Cac
nhém bénh nhan dic biét).

Tuy nhién, siy ting creatine phosphokinase (CK) huyét thanh
> 10 x ULN duoc ghi nhan nhiéu hen & nham bénh nhi ding
rosuvastatin so v&i nhom gia dwec. 4 trwéng hop trong 130



(3%) bénh nhi diéu tri bang rosuvastatin (2 b&nh nhan dung
liu 10 mg, 2 bénh nhan dung liéu 20 mg) bj tang CK > 10 x
ULN so v&ri khong o6 tredng hop nao trong sd 46 bénh nhi
dlng gia diroe,

Kinh nghiém trong qué trinh lwu hanh thuéc:

Ngoai cac phan (ng d& cap & trén, cac bién cb khong mong
mudn sau cling dLrec ghi nhan trong qua trinh Iwu hanh thube
Crestor: . .
R6i loan hé gan-m&t: Rat hiém g3p: vang da, viém gan; hiém
gdp: tang men gan.

ROi loan co xuwong: Hiém gép. dau khop.

RGi foan hé than kinh: R&t hiém g&p: bénh da day than kinh,
suy gidm nhan thirc (nhw mét tri nhe, 10 1&n...)

QUA LIEU

Khang cé phuong phap didu tri dac hiéu khi ding thude qué
iiéu. Khi qua liéu, b&nh nhan nén du'o’c didu tri triéu chirng va
ap dung cac bién phap hé tror khi can thiét. Nen theo dai chire
nang gan va nong dd CK. Viac thAm phan mau co thé khéng
co loi.

BAC TiNH DUQ'C LLFC HQC

Ce che tac dong

Rosuvastatin la mét chat Gc ché chon loc va canh tranh men
HMG-CoA reductase, 14 men xiic tac qua trinh chuyén déi 3-
hgdroxy-S-methylglutaryl coenzyme A thanh mevalonate, mét
tién chit cla cholesterol Vi tri tac déng chinh cla
rosuvastatin |4 gan, co quan dich lam gidm cholesterol.
Rosuvastatin lam tang sb lreng thu thé LDL trén bé mat té
bao & gan, do vay lam tang hap thu va dj hoa LDL va e ché
s tdng hop VLDL & gan, vi vay lam giam cac thanh phan
VLDL va LDL.

Tac déng dwoc luc

Crestor lam gidm su tang ndng &8 LDL-cholesterol,
cholesterol toan phan va triglyceride va lam tang HDL-
cholesterol. Thuédc cang lam gidm ApoB, non HDL-C, VLDL-
C, VLDL-TG va lam tang ApoA-l (xem bang 1 va 2). Crestor
cling lam gidm céc ty 18 LDL-C/HDL-C, C toan phan/HDL-C,
non HDL-C/HDL-C va ApoB/ApoA-|.

Bang 2: Pap wng theo liu & bénh nhén ting cholesterol mau nguyén
phat (Loai l1a va lIb} ;

{mirc thay 36i trung hinh (%} so vdi truée khi diéu tri}

Liéu Sébénh LDL-C Ctodn HMDL-C TG NonHDL- ApoB ApoA-
nhén phén C 1
Gia
Aiae 13 -7 -5 3 -3 -7 -3 ¢!
5 17 -45 -33 13 -a5 -44 -a8 4
10 17 -52 -36 14 -10 -48 42 4
20 17 -55 -40 8 -23 -81 -45 5
4D 18 -63 =46 10 -28 -60 ~54 &

Bing 3: Bap (rng theo lidu & bénh nhan b ting triglycerid {Typ IIb hoje typ IV)

{% thay d6i binh quan 50 v&i ban dau)

Ligu N TG LDL- £-Toan HDL Non  VLDL-  VLDL-
c phén -C HDL c TG
-c
Gia 26 1 5 1 -3 2 2 [
[ [V o
5 25 -21 -28 -24 3 -29 -25 24
10 23 -37 -45 40 8 -49 -48 -39
20 27 a7 -31 -34 22 -43 -49 -40
4n 25 -43 -43 -40 17 -51 -56 -48

Higu qua tri liéu dat duoc trong vong 1 tudn sau khi bt dau
didu trj va 90% dap iing ti wu dat dwoc trong 2 tudn. Dap
g téi wu thweng dat duoc vao khoang 4 tudn va duoc duy
tri sau do.

Higu qua 1am sang

Crestor duwec chikng minh cé hiéu qua & nhdém bénh nhan
nguwdi Ion tang cholesterol mau, ¢ hay khdng cé tang
triglycerid mau, bat ky chiing toe, gidi tinh hay tudi tac va &
nhitng nhom bénh nhan dac biét nhw dai thao dwdng hodc
bénh nhan tang cholestercl mau gia dinh.

Tir cac di ligu nghtén clru pha lll, Crestor chitng t& c6 higu
qua trong diéu tri & héu hét cac benh nhan téng cholesterol
mau loai lla va llb {LDL-C trung binh trieérc khi digu tri khoang
4.8 mmol/l) theo cac myc tigu diéu trj cla HGi Xo Vira Mach
Mau Chau Au (European Atherosclerosis Society- EAS;
1998): khoang 80% bénh nhan dwoc didu tri bang Crestor 10
mg 4da dat duoc cac muc tieu didu tri clia EAS v& ndng @6
LDL-C {=3 mmolf).

Trong 1 nghién clru I&n, 435 bénh nhan tang cholesterol mau
di truyén gia dinh kiéu di hop ti 43 duoc cho diing Crestor tir
20-80 mg theo thiét ké didu chinh tang lidu. Ngudi ta thay 3
tht c& cac liéu Crestor déu co tac ddng cb i trén cac thdng
s6 lipid va dat drge cac muc tiéu didu tri. Sau khi chinh dén
lidu hang ngay 40 mg (12 tuan déu tr), LDL-C gidm 53%.
33% bénh nhan dat deoc cac muc tigu cla EAS vé ndng dé
LDL-C {=3 mmol}.

Trong mét nghién ciru mé, didu chinh liéu ting dan, 42 bénh
nhan tang cholesterol mau di truyén kiéu dbng hop tr duoc
danh gia vé dap ng didu tri vl lidu Crestor 20-40 mg. Tatcd
bénh nhan nghién ciu déu c6 d6 gidm trung binh LDL-C 13
22%.

Trong cac nghién ctru lam sang voi mét sé lrong bénh nhan
nh&t dinh, Crester chirng t6 c6 hiéu qua phu tro frong viéc
lam gidm triglyceride khi dwoc s dung phdi hgp véi
fenofibrate va lam ting néng & HDL-C khi st dung phdi hop
v&i niacin (xem Lew Y va Than Trong Khi Stz Dung)
Rosuvastatin chwa @wgc chirng minh Ja co thé ngdn chan
cac bién chimg c6 lign quan dén sw bél teng vé lipid nhu
beanh mach vanh vi cdc nghign ciru vé él ty & tw/vong va
giam ty 1& bénh Iy khi ding Crestor dang} ic th;,rc hién.
£anh gia tac dung trén dd day I&p ndi trun : nghién clru
danh gia rosuvastatin 40 mg (METEOR), h&u qua diéu tri cla
Crestor trén xo vira &dng mach canh dwoc danh gia bang
siéu am 2 chiéu (B-mode) & nhirng benh nhan bj tdng LDL-C,
cd nguy co bénh ddng mach vanh thap (thang diém nguy co
Framingham < 10% trong 10 n&m) va xo vira dong mach
dudi 1am sang cd day l&p ndi trung mac dong mach canh
{(cIMT}. Trong nghién clru 1am sang mi ddi, ddi chirng vai gia
dirgre, 984 bénh nhan duoc diéu tri ngdu nhién (trong d6 co
876 nguoi da dwoc phan tich), bang Crestor 40 mg hoac gid
durgc 1 lan/ngay voi ti 18 1a 5:2. Siéu am thanh ddng mach
canh dwoc sk dung d& xac dinh fi 1& thay d6i trung binh lop
ndi trung mac day nhat hang ndm & 12 diém do trén méi
bé&nh nhan so véi ban dau trong 2 ndm. Sy khac biét vé ti 1&
thay ddi Idp néi trung mac day nhét cda tét ca 12 vi tri déng
mach canh giira bénh nhan didu tri bng Crestor va bénh
nh&n dung gid duoc la -0,0145 mm/nam (85% CI -0,0196, -
0,0083; p <C,0001).

Ti }& thay ddi hang ndm so voi trwdc khi didu tri clia nhom
dung gia dwoc & +0,0131 mm/nadm (p< 0,0001) . Ty & thay
ddi hang nadm so véi trwdre khi didu tri & nhom CRESTOR |a -
0,0014 mm/na&m (p = 0,32).

( ting bénh nhan trong nhom diing Crestor, 52,1% bénh
nhan chirng & khong cb sw tién trién bénh (dwoc dinh nghia
|4 ti 1& thay d6i co gia tri &m hang nam), so v&i 37,7% bénh
nhan & nhdm dung gid dwoc,

Réi foan béta lipoprotein méu nguyén phét (tang lipoprotsin
mau typ i}

Trong nghién ctru chéo, mu dsi, da trung tam, ngdu nhién, co
32 bénh nhan (27 ngudi cb dot bién £2/€2va 4 nguwdi o dot
bién apo E [Arg145Cys] bi rdi loan béta lipoprotein mau



nguyén phat (tang lipoprotein mau typ ill) tham gia dwere khéi
dau bang ché dd an kiéng trong 6 tuan theo Bigu tri thay ddi
16i s6ng (TLC) cda NCEP. Sau giai doan 6 tudin &n kiéng,
bénh nhan duge ngau nhién didu trj phdi hep véi ché 4o an
kieng trong 6 tudn bang liéu phap rosuvastatin 10 mg tiép
theo la rosuvastatin 20 mg, hoac rosuvastatin 20 mg tiép theo
la rosuvastatin 10 mg. CRESTOR lam gidm cholesterol
khéng phai HDL (théng sé& nghién clru chink) va néng dd
lipeprotein con lai trong tuan hoan. K&t qua dweg frinh bay
trong bang bén dudi.

Bing 4: Cac tac #dng thay déi lipid mau cla rosuvastatin 10 mg va 20 mg
trong bénh rol loan béta lipoprotein mau nguyén phat {tang lipoprotein
mau typ lll) sau & tuan dicu trj dwec thé hién bang trung vi phan tram thay
dbi {95% Cl) so véri gid tri ban diu {N=32}

Gid trj trung vi | Trung Vi phén | Trung i han
ban ddu (mgfdL) | tram thay d&i so | tram thay déi so
vl gid trj ban G3u | woi gia tri ban dau
{95% Ch | (95% cly
CRESTOR 10 mg CRESTOR 20 mpg
Chuolesterol 3425 -43.3 -47 &
toan phiin {-46,8:-37 35} [-51,6,-42.8)
Triglycerides | 5035 30,1 | 430
{-44 8. -33.6} {-525; -33.1)
Mon-HOL-C 234 5 -48.2 | =564
{—56,7;";—45,6) {-61.4; -48 5}
VLDL-C+IDL- | 2095 46 8 \ 56,2
c {-53.7; -39.4) {-67.7; 43 7)
LOL-C 1125 -04 4 -57.3
{-55.1; -4 3) {-29.4; -52 1)
HDL-C 355 10 i 1.2
ﬁ,"a?ﬁ?gw (6,3, 20,5)
RLP-C 82,0 A 64,9
=~ {-67.1, 48,0} (-74.0; -56.6)
Apo-E 16,0 429 -42 5
{-463; -33 3} {471, -356)

Bénh nhi tang cholesteral méu gia dinh kidu di hop (&

Trong 1 nghién ctru 12 tudn, d6i chirng voi gid duoc, da
trung tAm, ngéu nhién, mi déi, 176 bénh nhi va thidu nién (97
nam va& 79 n) bi t&ng cholesterol mau gia dinh kiéu di hop
duroce didu tri ngau nhién bing rosuvastatin 5 mg, 10 mg, 20
mg hodc gid drge hdng ngay. Cac bénh nhan cé dd tubi tir
10 dén 17 tudi (tudi trung vi 1a 14 tubi) véi khodng 30% bénh
nhan tir 10 dén 13 tudi va khoang 17%, 18%, 40%, 25%
B&nh nhan day thi tvong ng theo phan loai Tanner do6 I, 1,
IV va V. Cac bénh nhi ni phai o6 kinh nguyét it nhat 1 nam.
Mirc LDL-C trung binh tai thei didm ban dau & 233 mg/dL
{trong khoang 129 dén 389 mg/dL). Tiép theo sau nghién ciru
ma dsi 12 tudn la 1 pha diéu chinh lidu nh&n mé 40 tuén,
trong 66 céc bénh nhan duwoc dung rosuvastatin hing ngay
v liéu 5 mg, 10 mg, 20 mg.

Rosuvastatin lam giam dang k& LDL-C (théng s nghién clu
chinh), cholesterol toan phan va nbng do apoB & mdi mic
liéu khi so véi nhém gia dwoc. Két guad duoc trinh bay &
bang 5 bén dwdi.

Bing &: Tac dgng thay dbi lipid ciia rosuvastatin ¢ nhirng binh nhi tir 10
d&n 17 guél bi tAng cholesterol méu gia dinh kiéu di hop tir (binh phuong
nhé nhét cda trung binh % thay déi gila gia tri ban ddu va gia tri & tuén
12)

Lidu(mg) N LDL-C  HDL-C  C-toan TG ApoB
phén
Giddwoc 46 1% +T% 0% % 2%
4]
5 42 3% 4%’ -30% -13% -32%
b
10 44 45 +119%°  -34% -15% _38%

-]
20 44 50%  +9%° -39% 0 -41%

2 9% thay dbi trung vi
® Sy khac biét so voi gia durge khong o y nghia vé mat
théng ke

& tuin thie 12 cda giai doan digu tri mU d8i, 11 1@ % bénh nh&n
dat dwoc LDL-C muyc tigu < 110 mgfdL (2,8 mmol/l) 1a 0% &
nhom gia dwoc, 12% & nhom ding rosuvastatin 5 mg, 41% &
nhom ding rosuvastatin 10 mg, 41% & nhdém dung
rosuvastatin 20 mg. Trong giai doan nghién ciru 40 tuan, nhan
me, 71% bénh nhan dugc didu chinh dén lidu cao nhat 20
mg va 41% bénh nhan dat dwec LDL-C muc tiéu & 110
mg/fdl.

Hiéu qué dai han cla rosuvastatin khi bt dau diéu tri ti tudi
thiéu nign dé lam gidm 7 1@ bénh va t 1& tlr vong lic trudng
thanh chira duwgre thiét Ip.

Fhong ngtra bénh tim mach nguyén phat

Thir nghiém lam sang can thiép danh gia rosuvastatin trong
phang ngira tién phat (hghién clru JUPITER), hiéu gua cla
CRESTOR (rosuvastatin calcium) trén tAn xuét cac bién cb
tim mach I&¥n dygc danh gia trén 17 802 nam (2 50 tudi) va
nl¥ (z 60 tudi) I& nhi*rng ngudi chwa cé bang chirng lam sang
vé& bénh tim mach, nédng d& LDL-C < 130 mg/dL (3,3 mmol/l)
va ndng 86 hs-CRP 22 mg/l. Khi bat diu nghién ciru, quan
thé nghién ctPu cé nguy co banh mach vanh woc Ireng 1a
11,6% trong 10 n&m dira trén tigu chuan thang diém nguy co
Framingham va bao gdm ty 1& cao cac bénh nhan 6 cac yéu
td nguy co khdc nhu  ting huyét ap (58%), HDL-C thap
(23%), hit thubc {16%) hodc cd tién str gia dinh méc bénh
mach vanh sém (12%). Cac dbi twong tham gia nghién clru
co gia tri ban dau LDL-C trung vi la 108 mg/dL va hsCRP 14
4,3 mg/L. Céac bénh nhan tham gia duge ding ngdu nhién gia
dugre (n=8901) hodc rosuvastatin 20 mg 1 lan/ngay (n=8901)
va duge theo dbi trong thei gian trung binh 2 ndm. Nghién
¢ty JUPITER phéi ngwng sém theo nhikng quy téc xac dinh
truwére vé& nguwng nghién ctru ctia Uy ban d6c lap theo dai tinh
an toan d liéu (Data Safety Monitoring Broad) khi danh gia
hi&u gua trén bénh nhan dang rosuvastatin,

Théng s& nghién ciru chinh 14 thong sb gdp bac gbm théi
gian cho dén khi xay ra lAn dau bat ki cac bién cb tim mach
chinh sau: t¥ vong do bénh tim mach, nhdi mau co tim khang
tr vong, dot quy khong ttr vong. ndm vién do dau that nguc
khéng on dinh ho&c thi thuat téi twdi mau mach vanh,

Rosuvastatin lam gidm dang ké nguy co cac bién cé tim
mach chinh (252 bién ¢b & nhom gid dwoc so véi 142 bién cb
& nhom dung rosuvastatin) véi swe giam nguy co tweng ddi 12
44% va gidm nguy co tuyét ddi la 1.2% (xem biéu &5 1). Su
gidm nay co y nghia théng ké (p<0,001). Sir gidm nguy co &
théng so nghién clru chinh dong nhét véi cac phan nhdm
sau; twdi, gidi tinh, ching tHe, tinh trang hot thube, tién sik gia
dinh méc bénh mach vanh sém, chi s khéi co thé, LDL-C,
HDL-C va néng d6 hsCRP.

Biéu dd 1- Thivi gian cho dén khi x&y ra l&n diu cac bién cb
tim mach chinh trong nghién ciu JUPITER
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Nhing thanh phan cu thé cda théng sé nghién ciru chinh
duoc gidi thiéu trong biéu db 2. Rosuvastatin lam giam dang
ké nguy co nhdi mau co tim khong tl vong, dot quy khong t
vong va thd thuét tai twdi mau mach vanh. Khéng co sw khac
bigt dang ké vé mat diéu tri gitra nhém dung rosuvastatin hay
gid duoc vé tir vong do nguy co tim mach hay nhap vién vi
dau théat nguc khong én dinh.

Rosuvastatin lam giam dang k& nguy co nhdi mau co tim (6
bién cd t& vong va 62 bién cbé khong t& vong & nhém ding
gia duroc so vai 9 bién cb tlr vong va 22 bién cb khong tir
vong & nhom dung rosuvastatin) va nguy co ddt quy (6 bién
ch t&r vong va 58 bién cb khéng tlr vong & nhom dung gia
dwoc so voi 3 bién cb tir vong va 30 bién cb khong tir vong &
nhom dung rosuvastatin).

Trong 1 phan tich phan nhém hau kiém (post-hoc) trén
nhirng ngudi tham gia nghién ctru JUPITER (n=1405,
rosuvastatin =725, gid dwoc = 680) véi hsCRP 22 mg/l va
khong co theém yéu té nguy co nao khac (hut thube, huyét ap
2140/90 hoac dang diéu tri voi thude tri tang huyét ap, HDL-C
thép) khong tinh dén tudi tac, sau khi diéu chinh dbi v&i
nhém c6 HDL-C cao, khéng thédy co ich loi diéu tri dang ké
khi diéu tri bdng rosuvastatin.

Biéu dd 2: Céac bién cb tim mach chinh & nhém diéu trj trong
nghién ctiru JUPITER

50 lvong cac bienco
Rosuva Gid dugc

e 20mg 20mg Tisd nguy hai s

Tiehe (n=8901)  (n=B901}  (35%Cl} G P
nitiié % nitf1é*:
Touchingnisnciu 14276 252(136) 056(0.46069) <0001
Chetdo benhtim
mach** 35(1.9) 44(24)  0.80(0.511.243 :
0,315

D4t quy khongtlr 3016
vona (15) 58(31)  0.52(033080) 0003
NRSi mau co tim 22112}
khiing i vong N 62033) 0.35(0.22,0.58) <0.001
Nam vién do dauthat
ngwrckhéng ndinh 16 (0.9} 27 (1.5} 059(0.22,1.10% 0083
TAwSimaumach 7998, 43171) 054041072 <0008

vanh

*Tiié bién ¢8/1000-bérh nhan n&m

** Chét do bénh tim mach bao gém t vong do nhéi mau co tim, t& vong

do d6t quy va cac nguyén nhan khac cla t veng do bénh fimmach.

Sau 1 ndm, rosuvastatin lam t&ng HDL-C va lam gidm LDL-C,
hs CRP, cholesterol toan phan va néng db triglyceride huyét

thanh (p<0,001) & tat ca cac thong sé khi so sanh v&i gid
dugc.

DAC TiNH DU'Q'C DONG HOC

Hap thu:

Néng d6 dinh trong huyét trong clia rosuvastatin dat dugc
khoadng 5 gi& sau khi uéng. D6 sinh kha dung tuyét déi
khoang 20%.

Phan bé:

Rosuvastatin phan b réng rai & gan 1a noi chi yéu téng hop
cholesterol va thanh thdi LDL-C. Thé tich phan bé cla
rosuvastatin khoang 134 L. Khoang 0% rosuvastatin két hop
v@i protein huyét twong, chii yéu la véi albumin.

Chuyén héa:

Rosuvastatin it bi chuyén hoa (khoang 10%). Cac nghién ciru
in vitro vé& chuy&n hoa cé st dung c4c té bao gan cia nguei
xac dinh rang rosuvastatin I& mét chat nén yéu cho sw
chuyén hoa qua cytochrome P450. CYP2CS la chéat ddng
enzyme chinh tham gia vao qua trinh chuyén hoa, 2C19, 3A4
va 2D6 tham gia & muirc 46 thdp hon. Chat chuyén hoa chinh
dwoc xac dinh 14 N-desmethyl va lactone. Chéat chuyén hoa
N-desmethyl cé hoat tinh yéu hon khoang 50% so vdi
rosuvastatin trong khi dang lactone khéng cé hoat tinh vé mat
lam sang. Rosuvastatin chiém hon 90% hoat tinh (rc ché
HMG-CoA reductase trong tuén hoan.

Pao thai:

Khoang 90% liéu rosuvastatin dugc thai trir & d
qua phan (bao gém hoat chét dwoc hép thu va
hép thu) va phan con lai dwoc bai tiét ra nwoc (8.
5% dwoc bai tiét ra nwéc tiéu dwéi dang khong ati
bén thai trong huyét twong khoéng 19 gior. Thei glan ban thai
khéng tang khi dung liéu cao hon. Do thanh thai trong huyét
twong trung binh khoang 50 lit/gié (hé sb bién thign I&
21,7%). Giéng nhwr cac chat (¢ ché men HMG-CoA
reductase khac, sw 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:

Mirc d6 tiép xic cla rosuvastatin tinh theo ndng a6 va thei
gian tang ti 1& v&i lidu dung. Khong cé su thay dbi nao vé cac
théng sb dwoc dong hoc sau nhiéu liéu dung héng ngay.

Cac nhom bénh nhan dac biét

Tubi téc va giti tinh: tac dong cla tudi tac hodc gidi tinh trén
dwoc ddng hoc cla rosuvastatin khong lién quan vé mat lam
sang trén ngwoi trwdng thanh. Dugc dong hoc cla
rosuvastatin trén tré em va thiéu nién bi tang cholesterol mau
gia dinh kidu di hop tlr thi twong tw trén ngudi tinh nguyén
trwdng thanh.

Ching téc: Cac nghién clru duoc déng hoc cho thay AUC uh
Crmax t8ng khoang gép 2 1&n & nguéi Chau A séng & Chau
50 vOi ngudi da trang séng & phuong Tay. Anh huéng cua
cac yéu t6 di truyén va moi treong déi voi sy thay dbi nay
chuwa xac dinh dwoc. Mét phan tich dugc dong hoc theo qué
thé dan cw cho thay khong co sur khac biét c6 y nghta mm
sang vé dwoc ddng hoc & cac nhém ngudi da tréng va ngu'orl
da den.

Suy thén:

Trong nghlen clru trén ngudi suy than & nhiéu merc a6 khac
nhau cho thdy rdng bénh than tir nhe dén vira khéng anh
hwéng dén nong dod rosuvastatin hodc chat chuyén hoa N-
desmethyl trong huyét trong. Bénh nhan suy than nang (dd
thanh thai creatinine huyét twong < 30 ml/phat) cé ndng do
thubce trong huyét twong tidng cao gép 3 lan va ndng d6 chéat




chuyén hoa N-desmethyl tdng cao gap 9 1&n so v&i nguoi
tinh nguyén khoé manh. Néng dd cua rosuvastatin trong
huyét twong & trang thai &n dinh & nhitng bénh nhan dang
thdm phan mau cao hon khodng 50% so v&i nguwei tinh
nguyén khée manh.

Suy gan:

Trong nghién ciru trén nguwdi tdn thu'crng gan & nhiéu muic dé
khac nhau, khéng cé bang chirng vé ting muirc tiép xuc cla
rosuvastatin tinh theo ndng @ va thei gian & nhitng bénh
nhan co diém sb Child-Pugh < 7. Tuy nhién, 2 bénh nhan vé&i
diém sé Child-Pugh 1a 8 va 8 co mirc do tiép xic cua
rosuvastatin tinh theo néng dé va thoi gian tang 1&n t6i thiéu
gép 2 I&n so véi nguwdi cé diém sb Child-Pugh thdp hon.
Khéng cé kinh nghiém & nhirng bénh nhan vei diém sé Child-
Pugh=>9.

Di liéu an toan tién 1am sang

D@ liéu tién 1dm sang cho thdy khéng co nguy co ddc biét
nao trén ngudi dira trén cac nghién cleu thwdng quy vé degc
ly an toan, doc tinh thuéc khi dung lidu 13p lai, doc tinh trén
gen va kha nang gay ung thw. Mot nghién ciru trwdc va sau
khi sanh & chudt cho thay déc tinh trén hé sinh san la hién
nhién tir viéc giam klch thwoce, khdi lugng va sw song sot clia
chudt con. Nhirng tac abng néy duoc ghl nhan & cac liéu doc
cho chubt me & lieu cao \crn gap nhiéu 1an so vai lidu didu tri.

TA DUQC £

Thanh phan nhan wén th uéc

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

Thanh phéan bao vién
Lactose monohydrat, hypromellose, glycerol triacetat, titan
dioxyd (E171), oxyd sat do (E172).

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

LUU Y BAC BIET KHI BAO QUAN Khéng bdo quan trén
30°C. Bao quan trong bao bi gbc.

DANG DONG GOI

CRESTOR 5 mg, hop 2 vix 14 vién.
CRESTOR 10 mg, hop 2 vi x 14 vién.
CRESTOR 20 mg, hdp 2 vi x 14 vién.
CRESTOR 40 mg, hop 4 vix 7 vién.

HWONG DAN KHI DUNG Khéng c6 hwéng din dac biét.

DOC KY HUONG DAN SU DUNG TRUOC KHI DUNG. NEU
CAN THEM THONG TIN, XIN HOI Y KIEN CUA BAC SY.
THUOC CHI DUNG THEO SU KE TOA CUA BAC SY.
THONG BAO CHO BAC SY BIET NHUNG TAC DUNG
KHONG MONG MUON GAP PHAI KHI DUNG THUOC.

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.

NHA BONG GOI

AstraZeneca UK Limited

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

Ngay hiéu dinh toa thuéc: thang 8-2014

Crestor is a trade mark of the AstraZeneca group of
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