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VAI TRO CUA ROSUVASTATIN TRONG DIEU TR
XC VUA DPONG MACH

Trén Hau Dang'

TOM TAT

Rosuvastatin- thuéc trc ché men HMG-CoA reductase, duoc ding phé bién hién nay dé diéu trj réi loan
lipid méu, gén day thubc da duoc cong nhéan & Hoa Ky con ¢6 tac dung lam cham quaé trinh xo vira théng
qua téc dung giam LDL-C va Cholesterol toan phan. Rosuvastatin c6 tac dung céi thién réi loan lipid mau
tét hon moi loai thuéc statin khéc, nhiéu bénh nhdn dung Rosuvastatin dat duoc két qué gidm LDL-C hon
céc thubc khéc. Rosuvastatin lam cham dién bién xo vira dong mach cénh & nhiing bénh nhén bj xo vita
duoc phat hién qua cén Iam sang, tang cholesterol vira, va-nguy co bénh tim mach thap trong thi» nghiém
phéng ngtra ban ddu (METEOR). Nhitng két qua cia METEOR cho thdy rosuvastatin c6 thé dung sém
trong dw phong ban d4u, tuy thudc can duoc tiép tuc thr nghiém dé c6 thém théng tin. Tac dung lam gidm
méng xo vira ghi nhan duoc véi liéu rosuvastain 40mg/ngay trén nhitng bénh nhén da bj thuong tén mach
vanh trong thtr nghiém ASTEROID, goi y nén ding thuée gidm lipid manh & nhiing bénh nhan phong bénh
budc 2. Rosuvastatin duoc dung nap tét twong duong so voi céc statin khac. '

Nhw véy, rosuvastatin 1a mét phuong tién diéu tri gidm lipid quan trong lam thodi lui méng xo vita &
nhitng bénh nhan phong bénh budéc 2, va cé trién vong lam cham lai tién trinh xo vi¥a & nhiing bénh nhéan
dw phong ban déu.

Twr khéa: Rosuvastatin, xo vira dong mach.

ABSTRACT
THE ROLE OF ROSUVASTATIN IN ATHEROSCLEROSIS TREATMENT
: Tran Huu Dang’

The HMG-CoA reductase inhibitor (statin) rosuvastatin is widely available for use in the management
of dyslipidemia, and was recently approved in the US to slow the progression of atherosclerosis as part of
a strategy to lower low-density lipoprotein-cholesterol (LDL-C) and total cholesterol (TC) to target levels.
Rosuvastatin has greater lipid-lowering efficacy than any of the other currently available statins, and
significantly more patients receiving rosuvastatin than other statins achieve LDL-C goals. Rosuvastatin
delayed the progression of carotid atherosclerosis in patients with subclinical carotid atherosclerosis,
moderately elevated cholesterol levels, and a low risk of cardiovascular disease in a primary prevention trial
(METEOR). The results of METEOR suggest a possible role for the earlier use of rosuvastatin in primary
prevention, although more data are needed from trials examining the effects of the drug on cardiovascular
endpoints. Significant regression of atherosclerosis was seen with rosuvastatin 40 mg/day in patients with
established coronary heart disease (CHD) in the ASTEROID trial, supporting the use of intensive lipid
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lowering in secondary prevention patients (although

it should be noted that it has not yet been established

that atherosclerotic regression translates into improved cardiovascular outcomes). Rosuvastatin is generally
well tolerated, with a similar tolerability profile to that of other currently available statins.

Thus, rosuvastatin is an important lipid-lowering treatment option that has been shown to cause
regression of atherosclerosis in secondary prevention patients, and has a potential future role in delaying

atherosclerosis in primary prevention patients.
Key words: Rosuvastatin, atherosclerosis.

I. PAT VAN BE

Rosuvastatin trong dbi hio nuéc va c6 tinh chon
~ loc cao trén t& bao gan. Su thu nap rosuvastatin qua
trung gian chét van chuyén anion co hoc dic thd & gan
~ OATP-C, in vitro, 4i luc ctia rosuvastatin v6i OATP-C
manh hon pravastatin hodc simvastatin [2].

O nhiéu thir nghi¢m 16n, rosuvastatin c6 tic dung
lam giam LDL-C manh hon nhiéu so véi simvastatin,
pravastatin, hodc atorvastatin & nhitng bénh nhan tang
cholesterol mau, ké ca nhiing bénh nhén c6 nguy co
cao bénh ly mach vanh nhu Hoi ching chuyén héa,
hoic r6i loan lipid & bénh nhén dai thdo dudng, bénh
nhan ngudi My gbc Phi, ngudi My gbc Tay Ban Nha
c6 nguy co bénh ly mach vanh cao hodc trung binh, va
bénh nhan Nam A ¢6 nguy co bénh mach vanh cao.
Rosuvastatin 1am giam cholesterol toan phin nhiéu
hon so véi tac dung cuia simvastatin, pravastatin, hogc
' atorvastatin, ciing nhur 1am cai thién HDL-C t5t hon so
véi simvastatin, pravastatin, hodc atorvastatin mot cach
c6 ¥ nghia & hau hét cac nghién ciru, & mot s6 nghién
ctru cdn cho thdy higu qua hon ciia rosuvastatin trén

tac dung dbi véi triglyceride. Can ci trén chuén didu
tri cia NCEP ATP III (National Cholesterol Education
Program Adult Treatment Panel IIT ), chudn ciia Chau
Au nam 2003, hodc chudn v& LDL-C cua Chau Au
nam 1998 Rosuvastatin t6 ra hiéu qua hon trén s dong
bénh nhan véi lidu 10mg/ngdy so véi atorvastatin
10 mg/ngay, simvastatin 20 mg/day, hodc pravastatin
40 mg/ngay. Hon nita nhitng nghién ctru thay dbi diéu
tri cho théy chudn LDL-C ctia Chau Au 1998 hojc
ATP 1II néi chung dat dgc d& dang khi chuyén diéu
tri voi rosuvastatin 10 hodc 20mg/ngay so vai duy tri
atorvastatin, simvastatin, hodc pravastatin.

Ngoai tac dung lam giam lipid mau, rosuvastatin
con c6 nhitng tic dung khac hitu ich hon nhu tic
dung khang viém trén nhitng bénh nhén c6 réi loan
lipid m4u ho#c bénh ly mach vanh, thudc 1am giam
rd hs-C-reactive protein, fibrinogen, cic cytokine
tién viém nhu TNF-q, interleukin-6, va interferon-y.
Rosuvastatin ciing da dugc ching minh cé tac dung
chéng oxy héa va mot sb tac dung c6 loi 1én chirc
nang ndi mac mach mau va tiéu cau [4].
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IL. HIEU QUA PIEU TRI

Két qua tir ba nghién ciru (METEOR, ORION,
va ASTEROID), danh gi hiéu qua cuia rosuvastatin
trén xo vifa.

METEOR 13 mot thir nghiém phong bénh ban
dAu, duoc tién hanh qua 2 nim, da trung tdm, c6 so
sanh véi gia duge, mi d6i, ngdu nhién. Chon ngiu
nhién 984 bénh nhén & lira tudi trung nién di bi xo
vita dong mach canh dugc phat hién b:‘?mg can 1am
sang, kém tang cholesterol trung binh va mic do
nguy co tim mach con thip. Rosuvastatin 40mg/
ngdy duge ding, d4 lam chim dién bién xo vita
dong mach canh mot cach cé y nghia. B§ day l6p 4o
gitra giam 0,0145mm/nam so véi nhéom chirng. Mot
nghién ctru trén 129 bénh nhan diéu trj rosuvastatin
so v6i nhém ding gia dugc két qua cho thdy thay
ddi c6 ¥ nghia 16p 4o giita cia dong mach canh
chung [1]. ‘

ORION la m{t thir nghiém nho (33 bénh nhéan),
nggu nhién, mu ddi, da trung tdm, thoi gian 2 ndm,
thir nghiém phong bénh ban diu trén nhitng déi
tugng >18 tudi v6i thuong tén mach canh chua
¢6 triéu chirng kém tang cholesterol vira. Liic dau
cic bénh nhan dugc chon ngiu nhién cho dung
rosuvastatin lidu thip (5mg/ngay) hoic liéu cao

(40mg/ngdy dén 80mg/ngay) trong 2 nim, tuy
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nhién sau dé nhitng trudng hop dung 80mg/ngay
dugc diéu chinh con 40mg/ngay. Nhom ding
rosuvastatin 5 va 40mg/ngay thé tich vach dong
mach canh khéng thay dbi ¢ ¥ nghia. Tuy nhién
phan 15i hoai t&r giau lipid ciia mdng xo vira giam
¢6 ¥ nghia dén 41,4% va md s¢i gia ting cb y
nghia dén 1,8% [2].

ASTEROID 13 mot thir nghiém khéng so sanh,
da trung tdm, thoi gian 3 ndm, thir nghi¢ém phong
nglra budc hai. Thir nghiém dwgc sang loc tu
1.183 bénh nhén, 507 bénh nhan >18 tudi, tit ca
dad duogc chi dinh 1dm sang chup mach vanh, va
dd c6 it nhat mot vi tri tic mach vanh v6i mic
dd hep > 20% dudng kinh mdi dwgc chon nghién
ctru, ¢6 158 bénh nhan dugc rat khoi nghién cliu
do khong ddng y tham gia, do mdt sé 1y do khac
hodc do tic dung ngoai y. 349 bénh nhan con lai
dugc dung rosuvastatin 40mg/ngdy. Bénh nhan
dugc danh gid mang xo vita bing siéu 4m ndi
mach sau 2 ndm. Két qua cho thdy: Mang xo via
giam c6 y nghia véi liéu rosuvastatin 40mg/ngay
& thtr nghiém ASTEROID. C6 63,6% bénh nhén
dung rosuvastatin dd gidm méng xo vita. Thé tich
trung binh mang xo vira giam tir 212,2mm’ lic
ddu xubng con 197,5mm? , nhu thé trung binh da
giam duoc 14,7mm? [5].
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Céc ghi nhén khéc qua thit nghiém nay cho thiy
LDL-C trung binh ban d4u 14 130,4mg/dL sau 2
nim di giam xubng con 60,8mg/dL, HDL-C trung
binh ban déu la 43,1mg/dL ting 1én 49,0mg/dL sau
2 nam diéu trj [3].

Ngoai cac thir nghiém trén diy, mét thir nghiém
khac mang tén JUPITER do Paul M. Ridker (Brigham
and Women’s Hospital, Harvard Medical School,
Boston, Massachusetts) thuc hién trén 17.802 ngudi
c6 bé ngoai khée manh véi LDL-C < 130 mg/dL
(3.4 mmol/L) nhung hs-CRP > 2,0 mg/L, diéu trj voi
rosuvastatin qua 2 nim, két qué cho thdy da lam giam
ty 1€ méi mic ctia nhdi méu co tim, dot quy va tir vong
do tim mach 47%, va giam ty 1€ tir vong chung 20%.

12

III. DUNG NAP THUOC

Phéan tich két qua tir nghiém lam sang trén
16.876 bénh nhan da dung rosuvastatin 5 — 40mg/
ngay, c6 khoang 2% bénh nhan c6 cic tic dung
khong mong mudn, thudng gip 14 dau co, dau diu,
viém miii hau, dau khép, budn nén, viém dudng ho
hép trén. ALT tang (>3 lan trén mic binh thudng
qua it nhét 2 14n dijnh lwong) ghi nhan ty 18 0,6%,
0,2%, 0,2%, va 0,4% trén nhitng bénh nhin dung
5, 10, 20, va 40mg/ngay. ALT ting thudng chi tam
thoi s& giam hoic trd vé binh thuong sau khi ngung
diéu tri. Creatinekinase ting ghi nhan ty 18 0,4%,
0,2%, 0,3%, va 0,6% trén nhiing bénh nhan ding
5, 10, 20, va 40mg/ngay. Triéu chung dau co gip
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khoang 3,5%, Protein ni€u tir am tinh dén duong
tinh >2+ chi gip khoang <1% & cac bénh nhan dung
rosuvastatin tr 5 — 20mg/ngdy va 1,5% & nhém
dung 40mg/ngay [6].

Rosuvastatin 40 mg/ngay néi chung dung nap
t8t & cac thir nghiém METEOR va ASTEROID.
Triéu ching thudng gdp & thir nghiém METEOR
13 dau co (12,7% nhém ding thudc so véi 12,1%
nhoém gia dugc). O thir nghiém ASTEROID céc tac
dung khong mong mudn thudng gip 1a dau co hodc
yéu co chiém ty 18 3,7% c6 khi phai nging didu tri.
Khong c6 trudng hop nao bi tiéu co. ALT ting >3 lan
qua 2 lan dinh lugng, creatinekinase ting > 10 1n,
protein niéu tir Am tinh dén duong tinh >2+ 1an luot
ghi nhan véi £0,6% & nhdm rosuvastatin va <0,7%

& nhom gia dugc trong thir nghiém METEOR va
<0,2% & nhém diing rosuvastatin trong tir nghiém
ASTEROID [5]. Nhiéu phén tich hdi ctru trén céc
nghién ctru 16n cho thiy khong c6 sw khéc nhau c6
¥ nght théng ké v ty 18 phai nhap vién vi biéu hién
tiéu co, dau co, thay déi chirc nang than, thay dbi
chtic ndng gan trén cdc nhom ding rosuvastatin so
véi céc statin khac.

IV. KET LUAN

Nhu véy, rosuvastatin 14 mgt phuong tién didu
tri giam lipid quan trong lam thoéi lui méng xo vira
& nhitng bénh nhan phong bgnh bude 2, va co trién
vong lam chém lai tién trinh xo vita & nhitng bénh
nhan dy phong ban dau.
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