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%> IMPORTANCE

¢ In patients with atherosclerotic cardiovascular disease (ASCVD), intensive
lowering of low-density lipoprotein (LDL) cholesterol levels with high-

intensity statins is generally recommended. However, alternative
approaches considering statin-related adverse effects and intolerance are
needed.

® Bénh nhan cé bénh tim mach do xo vira (ASCVD), viéc dung statin vd&i

cudng do cao dé gidm manh LDEsc/duwoc khuyén cdo. Tuy nhién, cach tiép
can madi duwoc xem xét lién guan‘dén tac dung khéng.mong mudn va dung
nap cua statin.
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&) OBJECTIVE

eff and safety of an alternative LDL
ensity statin strategy in patients

e To compare the long-ter
cholesterol-lowering strategy |vs -i
with ASCVD in randomized clinical ls.

¢ So sanh tac dung dai han cha phuwong phap méi thay thé lam gidm LDL-c
v&i chién luvoc dung statin cwong d6 cao & cac thir nghiém 1am sang ngau
nhién trén bénh nhan cé ASCVD.
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4 DATA SOURCES

* PubMed, Embase, and other websites (ClinicalTrials.gov, European Society
of Cardiology, tctMD) were systematically searched from inception to April
19, 2024.

e PubMed, Embase va cac websites (ClinicalTrials.gov, European Society of

Cardiology, tctMD) duwoc tra ciru hé théng tir khi cé dir liéu dén
19/4/2024.

B 0w koA HOC THUGNG MEN M ZI2s B °
'\»}E,' STUDY SELECT
eRandomized clinical trials alternative LDL cholesterol—
lowering strategy vs a high- |nt nsi strategy in patients with ASCVD,
with presence of cardiovasculare nd points.

e Cac thr nghiém lam sang ngau nhién so sanh chién lwoc gidm LDL-c méi

vdi chién lwgc sir dung statin cwdng d6 cao & bénh nhan ASCVD, cdé su cb
mat cla cac bién c6 tim mach & két cuc cudi cung.
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\R)}./‘ DATA EXTRACTION AND SYNTHESIS

Individual patient data were obtained from randomized clinical trials that met
the prespecified eligibility criteria:

S6 liéu tirng cad nhan bénh nhan duoc thu thap tir cac thlr nghiém |am sang

ngau nhién cac tiéu chudn dua vao nghién ctru:

The moderate-intensity statin with ezetimibe combination therapy in the

RACING trial and the treat-to-target strategy in the LODESTAR trial were
classified as alternative LDL cholesterol-lowering strategies. The primary
analysis was based on a 1-stage approach.

Statin liéu trung binh phéithgp'ezetimibe trong RACING va diéu tri dwa LDL-c vé

gia tri muc tiéu trong LODESTAR duwoc xem la chién lwge. mdi thay thé giam LDL-
C.
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\»)E:/ DATA EXTRACTI N NTHESIS

f ac'é] and Safety of Lipid-Lowering
imibe (j,'ombination for High-Risk

RACING (So sanh ngau nhién tac dung va sy an toan cta giam lipid vdi statin

* RACING (Randomized Comparison
With Statin Monotherapy vs Statin/
Cardiovascular Disease)

don tri véi phéi hop statin/ezetimibe & bénh nhan nguy co cao bénh tim
mach)

* LODESTAR (Low-Density Lipoprotein Cholesterol-Targeting Statin Therapy vs
Intensity-Based Statin Therapy in Patients With Coronary Artery Disease).

LODESTAR (Giam LDL-c v& muc tiéu bang diéu trj statin so v&i dung statin
cuwong do cao & bénh nhan cé bénh dong mach vanh)
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;\55 MAIN OUTCOMES AND MEASURES

The primary end point was a 3-year composite of all-cause death, myocardial
infarction, stroke, or coronary revascularization. The secondary end points
comprised clinical efficacy and safety end points.

K&t cuc chinh la gdp 3 nam tlr vong do moi nguyén nhan, nhéi mau co tim,
dot quy, can thiép mach vanh. Két cuephu 3 hiéu qua 1am sang va an toan.

JAMA Cardiol. Published online November 20, 2024. doi:10.1001/jamacardio.2024.3911
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%> RESULTS

¢ Individual patient data from 2 trials i ding 8180 patients with ASCVD (mean [SD] age,
64.5 [9.8] years; 2182 [26.7%] female; 8 le [73.3%]) were analyzed. The rate of the
primary end point did not differ betw thefalternative strategy and high-intensity statin
strategy groups (7.5% [304 of 4094] vs 7.7% [310 of 4086]; hazard ratio, 0.98; 95%Cl, 0.84-
1.15; P =.82).

e D{¥ liéu cta cac ddi twong nghién ciru trong 2 thir nghiém 1am sang gdbm 8180 bénh nhan
cé ASCVD [tudi trung binh 64,5 +9,8; 2182 (26,7%) la nit; 5998 (73,3%) nam] dwoc dua
vao phan tich.

Ti |& cha két cuc chinh khéng cd sy khéc biét gitra chién lugc diéu tri mdi so véi nhdm dung
statin cwong do cao [7,5% (304/4094 so véi 7,7% (310/4086, HR 0,98, 95%Cl 0,84-1,15,
0=0,82].
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%) RESULTS

e The mean (SD) LDL cholesterol level during treatment was 64.8 (19.0)
mg/dL in the alternative strategy group and 68.5 (20.7) mg/dL in the high-
intensity statin strategy group (P < .001).

e Trung binh LDL-c trong diéu trj v&i chién lwgc méi la 64,8 + 19,0 mg/dL;
trong nhom dung statin liéu cao la 68,5 + 20,7 mg/dL (p < 0,001)

B wo koA woc THUGNG it WM zezs )T
%> RESULTS _
* The alternative strategy group hadalo erJ|ate of new-onset diabetes
(10.2% [271 of 2658] vs 11.9% [31 o:)t2656]; P = .047), initiation of
antidiabetic medication for new et tes (6.5% [173 of 2658] vs 8.2%

[217 of 2656]; P = .02), and intolerance-related discontinuation or dose
reduction of assigned therapy (4.0% [163 of 4094] vs 6.7% [273 of 4086]; P <
.001).

* Nhém dung chién luvgc mai gidm LDL-c c6 ti [é xuat hién mdi déi thao
duwong [10,2% (271/2658) so v&i 11,9% (316/2656); p = 0,047]; giam ti lé
phai bat dau dung thudc chéng dai thao dudng vi dai thdo dwdng méi xuat
hién [6,5% (173/2658) so v&i 8,2% (217/2656); p = 0,02]; gidm ti 1& phai
ngung thudc vi khéng dung nap hay giam liéu diéu tri (4,0% (163/4094) so

v3i 6,7% (273/4086); p < 0,001].
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Clinical end paints

Prienary end point ’
Compesite of all-cause death, m
inkaretion, stroke, of coronary
rewaseularization

Secondary efficacy end paints
Compesite of cardsavascular death,

myacardial infarction, stroke, of cononary
revastularization

Composite of cardeavascular death, . 288(7.2) 0056 (0.82 10 1.13)
myncardial infarction, stroke, coronary

revascularization, o hospitalization for
heart fadlure

Compesite of cardiavascular death,
myncardial infarction, or stroke

All-cause death 6(L9) 1.06 (0.77 ta 1.44]

Cardiovasculas death 24(0.5) 19(0.5) 127 (069102.31) 44

Myacardial infarction SE{1.4) 3L 131(0BBta1.94) .19

Stroks 32{0.8) 41(L.0) 78 (04910 1.24) .30
Ischermic strike 23 31 “ Primary and secondary efficacy end
Hemorrhagic sirake ] 10 paints were evalsated in the

Caromary revascularization 203 (5.1) 203(5.1) 1.00(083t0122) 99 :zm“:m“m
Percudaneous coronary intervention 195 136 Insted percentages wen ostimated
Coronary artery hypads surgery g rl with the use of the Kaplan: Meser

miethod; themedone, valies might not
Haospitalization for heart faiture 27 (0.7) 1610.7) 1.04(0.61101.78) 89 cabculate mathematicaty,

98 (2.4) 164 {0.79 10 1.
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Time-to-Event Curves for the Prlmary'End PointKaplan-Meier survival curves for the primary end polﬁt (composite of all-cause
death, myocardial infarction, st(oke or coronary revascularization). HR indicates hazard ratio.
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Changes in Low-Density Lipoprotein (LDL) Cholesterol LevelsSerialmean values for LDL cholesterol over time. The whiskers indicates 95% Cls. Under the graph,
P values for the comparison between the alternative strategy and high-intensity statin strategy groups in LDL cholesterol levelsat years 1, 2, and 3 are presented.
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Rate of the Key Secondary End Points A, New-onset diabetes. B, Initiation of antidiabetic medication for new-onset diabetes. C, Discontinuation or dose reduction of
assigned therapy due to intolerance. For new-onset diabetes and initiation of antidiabetic medications for new-onset diabetes, only patients without prevalent diabetes at the
start of the trial were included.

JAMA Cardiol. Published online November 20, 2024. doi:10.1001/jamacardio.2024.3911

A0 0N NGH| KHOA HOZ HUONG MEN NAM 2025 P 7 |

45 CONCLUSIONS A EVANCE

Results of this systematic review a patien.t data meta-analysis suggest
that compared with a high-intensity s rategy, the alternative LDL cholesterol-
lowering strategy demonstrated| co ficacy regarding 3-year death or
cardiovascular events in patients ‘wi ith an associated reduction in LDL
cholesterol levels and risk for new-onset diabetes and intolerance.

K&t qua phan tich gdp goi y rang chién lwgc statin cudng dd cao so véi chién luwoc
gidm LDL-c mdi twong tu vé tac dung 3 nam tlr vong hodc bién cd tim mach gay tl
vong & bénh nhan cé bénh tim mach do vita xo nhung chién lvgc gidam LDL-c md&i lam
giam LDL-c nhiéu hon va giam s6 ca méi mac dai thdo duwong va khdng dung

nap thudc.
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