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Xu hwéng diéu tri dw phong bién co xo vira
tren benh nhan tim mach - than - chuyen hoa
Lwa chon Statin nhw the nao?

ThS. BSCKII. Tran Van Pong - Bénh vién Néi tiet Trung wong




Hoi chirng Tim mach — Than — Chuyéen hoa

la xu hwéng bénh tat méi toan cau

« 50% of all patients with CKD
stage 4 to 5 have CVD?

« CV mortality accounts for
~40% to 50% of all deaths in
patients with CKD stage 4 to 52

C\ o ".:J.:.;.;:;;";:;’.-', ~ in
the presence of

T2DM worsen each \

other, leading to an
increase in
morbidity and
mortality?

- o e L

- Diabetic Kidney disease occurs in
~A40% of patients with T2DM*

« Microvascular complications in DM
can damage the kidneys’

Embedding innovation in clinical practice to improve patient care across cardiovascular disease: http://dx.doi.org/10.5837/bjc.2024.s06
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- Optimally managed people
with T2DM have a 21%
higher risk of CVD
compared with people
without diabetes?3

« CVD is the most prevalent

cause of mortality and
morbidity in diabetic
populations®




Total number of people who died from the following conditions (in millions)

Ischaemic heart disease

Stroke
Chronic obstructive
pulmonary disease

Lower respiratory
infections

Neonatal conditions

Trachea, bronchus,
lung cancers

Alzheimer's diesease and
other dementias

Diarrhoeal diseases

® 2000 @ 2019

https://www.who.int/news-room/fact-sheets/detail /the-top-10-causes-of-death
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LDL-C Ia nguyén nhan chinh dan dén sw hinh thanh MXV tir rat

s&m va tién trién lién tuc tham lang

Acute event
e Cardiac vessels — M|
e Brain vessels — stroke
e Peripheral vessels - critical limb ischaemia

Vulnerable Obstructive atherosclerotic
Plaque plaque Rupture Thrombus disease

Endothelial Fatty acid
dysfunction streaks

e e
LDL-C reduces eNOS Increasing High concentration of Lesion enlarges, Pro-coagulant
activity? foam cell lipid-filled macrophages, arterial lumen narrows, pathways may
formation? thin fibrous cap, necrotic blood flow hampered? dominate, leading to
core? occlusive blood clot?

LDL and macrophages within the
vessel wall form foam cells? Foam cel S Coagulation and platelet recruitment on exposure
HERIRIE to tissue factor?

Libby. Inflammation in atherosclerosis. Nature. 2002; 420: 868-874.
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Giam LDL-C la nén tang trong phong ngtra bién c6 Tim mach

Phan tich gdp CTT (Cholesterol Treatment Trialists) tir 26 thir nghiém 1am sang ngau nhién trén 170,000 bénh nhan da ching

minh dwo'c mai lién hé gitra viéc giam LDL-C mét cach hiéu qua va an toan bang statin v&i giam két cuc 1am sang

1 mmol/L
(40 mg/dL)

I | |

( (a
10% 20% 23%
Nguy co Nguy co’ Bién co
tlr vong chung tr vong do BMV mach vanh chinh

Baigent C et al. Lancet 2005;366:1267—78 Lancet2010;376:1670-81
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Cham tién trién Mang xo vira khi Giam LDL-C > 50% so vé&i ban dau
HOAC giam LDL-C < 70mg/dL
A-Plus, Avasimibe and Progression of Lesions on Ultrasound; ASTEROID, A Study to Evaluate the Effect of Rosuvastatin on Intravascular Ultrasound-Derived Coronary Atheroma Burden; CAMELOT,

Comparison of Amlodipine vs Enalapril to Limit Occurrences of Thrombosis; LDL-C, low-density lipoprotein cholesterol; REVERSAL, Reversal of Atherosclerosis With Aggressive Lipid-Lowering; IVUS,
intravascular ultrasound. Sipahi I, et al. Cleve Clin J Med 2006;10:937—44; Nissen SE, et al. JAMA 2006;295:1556—65
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Fat cells Liver

tTG
—» tFFA — t ApoB

t LPL secondary

CE
'/"___""\
to insulin resistance CETP LPL or HL
7

TG
TG CE| CETP |TG

|HDL
tLDL-C/ sdLDL-C
@ LPL or HL

Figure 1 The role of insulin resistance in diabetic dyslipidemia. Insulin
resistance initiates the characteristic triad of high triglyceride level, low HDL
cholesterol level and high small dense LDL level. If the concentration of VLDL-
transported triglyceride is high, CETP promotes the transfer of LDL cholesteryl
ester or HDL cholesteryl ester in exchange for triglyceride. Triglyceride-rich

HDL cholesterol or LDL cholesterol can undergo hydrolysis by hepatic lipase or
lipoprotein lipase. Abbreviations: t, increased level; ApoA-1, apolipoprotein A-1;
ApoB, apolipoprotein B; CE, cholesteryl ester; CETP, cholesteryl ester transfer
protein; FFA, free fatty acid; HL, hepatic lipase; LPL, lipoprotein lipase; SD LDL,

small dense LDL cholesterol; TG, tnglycende' “Dyslipidemia in type 2 diabetes mellius. Arshag D Mooradian. Nat Clin Pract Endocrinol Metab. 2009 Mar;5(3):150-9. doi:10.1038/ncpendmet1066
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https://www.ncbi.nlm.nih.gov/pubmed/19229235
https://www.ncbi.nlm.nih.gov/pubmed/19229235
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Xu huwdng maéi trong diéu tri cac bénh Tim mach — Chuyén héa:

Phoi ho'p s&m cac liéu phap diéu tri

European
Society of
Hypertension

ESH

Once daily dosing

(preferred in the morning)
Prefer SPCs Start with Dual Combination
at any step Therapy in most patients

" - ¥

« or high-normal BP and very high CV risk

Start with Monotherapy only in selected patie
« or frail patients and/or advanced age

Step 1 ACEi or ARB + CCB or t,".Diuret:lc“
Dual . Increase to full-dose if well tolerated BB®
combination — up to ~60% controlled® Can be used
"' as monotherapy
or at any step
Step 2 ~ ACEior ARB + CCB +  Diuretic of combination
Triple “ww Increase to full-dose if well tolerated therapy
combination - — up to ~90% controlled®

Diabetes
Care

American
Diabetes
- Association.

V' Iniial combination therapy should be considered in
people presenting with A1C levels 1.5-2.0% above their

individualized goal.

v Finally, incorporation of high-glycemic-efficacy
therapies or therapies for cardiovascular and kidney
disease risk reduction (e.., GLP-1 RAs, dual GIP and
GLP-1RA, and SGLT2 inhibitors) may reduce the need
for agents that increase the risks of hypoglycemia and

Standards of Care weight gain or are less well tolerated.
in Diabetes o
2025 A%

1. Standards of Care in Diabetes 2025 | ADA Clinical Guidelines
2. 2023 ESH Guidelines for the management of arterial hypertension
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Khuyén cao ESC, ADA 2025: Statin cwo'ng do cao (tdoi da dung nap)

la nén tang bat budc buéc 1 trudc khi phdi hop thudc

Class® Level”
It is recommended that a high-intensity statin is
prescribed up to the highest tolerated dose to
reach the LDL-C goals set for the specific risk
group 21520521
timibe is recommended.” " . .

For secondary prevention patients not achieving
their goals on a maximum tolerated dose of a
statin and ezetimibe, combination therapy
including a PCSK9 inhibitor is
recommended.”'*~"’

1. 2019 ESC/EAS Guidelinesfor themanagement of dyslipidaemias: lipid modification to reduce cardiovascular risk
2. Standards of Care in Diabetes 2025 | ADA Clinical Guidelines

If the goals are not achieved with the maximum
tolerated dose of a statin, combination with eze-
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Tw ESC 2024 téi ACC 2025:
“Xu hwdng” du phong bién cd xo vira la Statin cwo'ng do cao

European Society
of Cardiology

. Recommendations for Lipid Management
Recommendations Class Level Referenced studies that support recommendations are summarized
in the .

Statin cwdng d6 cao téi lieu toi da dung nap dé
dat dwgc muc tiéu LDL-C dwoc khuyén nghi

- Bénh nhan ACS, Statin cwdng dé cao dwgc
cho tat ca bénh nhan CCS

khuyén céo dé gidm nguy co MACE

Bénh nhan ACS da dung liéu Statin dung nap
toi da véi LDL-C = 70 mg/dL (= 1.8 mmol/L).
Can nhac phdi hop thém liéu phap ha lipid
khac dé giam thém MACE

Néu bénh nhan khdng dat dwoc muc tiéu diéu
tri v&i lieu Statin toi da dung nap, c6 thé can
nhac phoi hop voi Ezetimibe

2025 ACC/AHA/ACEP/NAEMSP/SCAIGuideline for the Management of Patients With Acute Coronary Syndromes: A Report of the
American College of Cardiology/American Heart Association Joint Committee on Clinical Practice Guidelines

2024 ESC Guidelines for the management of chronic coronary syndromes: https://doi.org/10.1093/eurheartj/lehae177
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Vi sao can lwa chon Statin cwong do cao
thay vi phoi hop sodm???

|MPRO,\/E-|TZthl]’ nghiém ngau nhién, mu déi v&i 18.144 bénh nhan da nhap vién do hdi chirng mach
vanh cap trong vong 10 ngay trwéc do

LDL-C and Lipid Changes Consistent Benefit on Primary Endpoint

2 57 1 Yr Mean ; _ _ _
Cardiovascular death, M, documented unstable angina requiring rehospitalization,

coronary revascularization (=30 days), or stroke

, T HR 0.936 CI (0.887, 0.988)
. _AinmmollL : P=0.016 Simva — 34.7%
2.07 L 2742 events

: Simva
2.33 EZ/Simva

NNT=50

1.81 R
S " EZ/Simva — 32.7%
Median time avgerage LDC-C 2572 events

1.55 \ 1.797 vs. 1.389 mmol/L

Event Rate (%)

1.29

1.03

Median Time Average LDL-C (mmol/L)

| 1 I | 1 | | 1 I 1

QE R 8 12 16 24 36 48 60 72 84 96

Time since randomization (months) T T T T 1

EZ/Simva 8990 8889 8230 7701 7264 6864 6583 6256 5734 5354 4508 3484 2608 1078 2 5 4 2 . 7 .
Simva 0009 8921 8306 7843 7280 6930 6607 6192 5684 5267 4326 3387 2569 1168 Time since randomization (years) 7-year event rates

Phdi hop Ezetimibe & Simvastatin giup giam them 20=-25% LpL-c
nhwng chi giam duwoc 6.4% wnacE

IMPROVE-IT: Reaffirmation of Lipid Hypothesis By Non-Statin Ezetimibe in High-Risk Population R ENEEVIEN NOT TIET TRUNG UONG NAM 2025




Bénh nhan van gip bién c6 & tl vong

du d3 kiém soat LDL-C toi wu

J Cardiovasc Interv. 2024 Jul:2(32):119-135
https:ffdoi.org /10.54912/jci.2024 0006

| o) =0
PISSH 2799-5999-2e|SS 279097014 — e

[RE“‘EW Article ““East Asian Paradox’ Revisited:

o )] i:::rmnuf-nrupdm|

Precision Medicine for Antithrombotic

Strategies Tailored to Atherothrombotic
Cardiovascular Risks

Young- Hoon Jeong (', MD, PhD", Udaya S. Tantry ., PhD*, Mohamed Omar >, MD"3,
Eliano Navarese (', MD?, Diana A. Gorog ', MD*, and Paul A. Gurbel ', MD*

Lifestyle interventions, guidelines-directed medical therapy

Residual CV risk targets Lipoproteins

Inflammation Glycemia Platelets Coagulation Fibrinolysis

J Cardiovasc Interv. 2024 Jul;3(3):119-135: https://doi.org/10.54912/jci.2024.0006
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Statin c6 thé gidm hau hét marker viém, non-statin thi khong

Table 1. Impact of lipid-lowering drugs on selected inflammatory biomarkers.

Inflammatory Biomarkers

Medication CRP or hsCRP IL-1 IL-6 TNF IL-10
Statins ! T4 1 1) /
Ezetimibe - / / / /
BAS 1 / - - /
PCSKYi o ! 1 l 1
Bempedoic acid ) / / / /
Lomitapide 1 / / / /
Evinacumab / / / / /
Fibrates l 1 1) 1 T
Omega-3 fatty acids / / / ) /
[cosapent ethyl ) ! 1 / /

T—increased concentration; |—decreased concentration;/—no date available; <+—mno changes in the con-
centration; CRP—C—reactive protein; hsCRP—high-sensitivity C—reactive protein; IL-l—interleukin 1;
[L-6—interleukin 6; TNF—tumor necrosis factor; IL-10—interleukin 10; BAS—bile acid sequestrants;
PCSK9i—proprotein convertase subtilisin/kexin type 9 inhibitors.

Nutrients 2023, 15, 1517. https://doi.org/10.3390/nu15061517
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Statin cwo'ng do cao ha hsCRP tot gap hon 3 lan

so v@i Statin trung binh/yéu

Total Population Propensity-Matched Population
High-Intensity Mon-High-Intensity High-Intensity Non-High-Intensity
Statin (n=372) Statin (n=1374) P Value Statin (n=367) Statin (n=798) P Value
Baseline lipid profile, mg/dL

. LDL-C 126+41 112441 =10.01 125+41 123141 0.54
HDL-C 46412 45412 0.14 46+12 46412 0.89
Triglycerides 155+£114 151102 0.57 1554+114 154 +97 0.90

Time-averaged LDL-C, mg/dL* 09+13 61412 0.04 29+13 62+13 0.03

Reduction from baseline bb6+36 21+35 =10.01 bb+36 61+35 0.10
LDL-C, mg/dL

Percent reduction from 48.0 39.4 <1.01 47.9 42.9 <0.01
baseline LDL-C, %

Population with available hs-CRP data (n=292) (n=924) (n=287) (n=556)

. Baseline hs-CRP, mg/L . 9.6+35.3 6.9+21.5 0.22 9.7/+35.6 . 6.2+16.9 . 0.11
Time-averaged hs-CRP, mg/L* 3.0+£9.0 4.8+15.7 0.01 3.04+9.0 414137 0.15
Reduction from baseline 6.6+34.68 2.1+24.6 21+19.0

hs-CRP, mg/L

J Am Heart Assoc. 2018;7:e009517. DOI: 10.1161/JAHA.118.009517
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Statin cwo'ng do cao dam bao hiéu qua kép: Ha LDL-C & Khang viém
giup bénh nhan duw phong bién c6 tim mach xo’ vira

ANTILIPEMIC THERAPY >
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ADA 2025: Liéu phap statin cwro'ng do cao va cwo'ng do trung binh

High-intensity statin therapy Moderate-intensity statin therapy
(lowers LDL cholesterol by 250%) (lowers LDL cholesterol by 30—-49%)
Atorvastatin 40—80 mg Atorvastatin 10—20 mg

Rosuvastatin 20—40 mg Rosuvastatin 5-10 mg

Simvastatin 2040 mg

Pravastatin 40—80 mg

Lovastatin 40 mg
Fluvastatin XL 80 mg
Pitavastatin 1—4 mg

Diabetes Care 2025;48(Supplement_1):S207-S238. https://doi.org/10.2337/dc25-S010
Vui long tham khao théng tin ké toa tai Viét Nam trwéc khi st dun
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https://doi.org/10.2337/dc25-S010
https://doi.org/10.2337/dc25-S010
https://doi.org/10.2337/dc25-S010

Rosuvastatin 20mg ha LDL-C =2 50%, twong dwong Atorvastatin 80mg

Voyager: Meta-analysis twr 37 RCTs, n=32 258

o 5 mg 10 mg 20 mg 40 mg 80mg Murc liéu
0

=

L Simvastatin

—®— Atorvastatin

C Rosuvastatin

-27 (n=365)

-39 (n=548)
-45 (n=479)

-39 (n=670)

60° /1 (n=11690) -5 O'I' oo

(n=3554) (n=2983)

3
S
e
c
]
o
:s
>
o
")
Q
-
o
-
E
e

50* (n=2072)

Nicholls SJ et al. Am J Cardiol 2010; 105:69-76

*p<0.001 rosuvastatin 10 mg vs atorvastatin 10 mg and 20 mg; simvastatin 10 mg, 20 mg and 40 mg
Tp<0.001 rosuvastin 20 mg vs atorvastatin 20 mg and 40 mg; simvastatin 20 mg ,40 mg and 80mg
1p<0.001 rosuvastatatin 40 mg vs atorvastatin 40 mg and 80 mg; simvastatin 40 mg and 80 mg
#p<0.05 atorvastatin 20 mg vs rosuvastatin 5 mg

##p<0.05 atorvastatin 80mg vs rosuvastatin 5mg and 10mg

Vui long tham khao théng tin ké toa tai Viét Nam trwéc khi st dung
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Lwa chon Statin liéu cao nao?

Rosuvastatin 20mg ha CRP tot ho'n Atorvastatin 40mg

Table 1: Level of CRP at baseline and at the end of 4 weeks

broups aseline~~ duwesks  Neanchange(h] P p

roup A [Atomastatin=40 mg D416 B0 UMAR Q1 002
roup & (Rosuvastatn=20 mglg 08T 190168 WMET QN0

Ineach group as compared fo baselg, nter aroup comparison, =50 neach group, CRP=C-reactve protein, ESR=Enythiocyte sedmentaton et




(4

Rosuvastatin: hiéu gua ha hsCRP va giam bién cd tim mch

B Myocardial Infarction, Stroke, or Death from Cardiovascular Causes
1.0+

Table 2. Lipid and High-Sensitivity C-Reactive Protein Levels during the Follow-up Period, According to Study Group.* E 0 -3 1 ]
Level 12 Mo 24 Mo 36 Mo 48 Mo = Placebo
. . . . ) 0.04-
Rosuvastatin  Placebo  Rosuvastatin  Placebo  Rosuvastatin  Placebo  Rosuvastatin  Placebo -
High-sensitivity C-reactive protein E 0_6 =
(mg/liter) n 02
— -
Median 2.2 3.5 2.2 3.5 2.0 3.5 1.8 3.3 L
Interquartile range 12-44 2062 1243 2061  11-39 1860 1137  17-61 _E Rosuvastatin
LDL cholesterol (mg/dl) E 0_4 — OD'D | | [ T | T | | [
Median 55 110 54 108 53 106 55 109 = 0 1 i 3 4
Interquartile range 44-72 94-125 42-69 93-123 42-69 90-121 44-70 94-124 E
HDL cholesterol (mg/dl) a Years
Median 52 50 52 50 50 49 50 50 0.2-
Interquartile range 43-64 41-61 44-65 42-61 41-62 40-59 41-61 42-60 P{:D'UOUOI
Triglycerides (mg/dl)
Median 99 119 99 116 106 123 99 118 0.0 _I_Iﬁﬁ
. | T 1
Interquartile range 74-137 87-167 73-134 83-165 77-148 90-173 74-140 87-164 0 1 2 -‘;l A

* P<0.001 for all between-group comparisons except for high-density lipoprotein (HDL) cholesterol at 36 months (P=0.003) and at 48 months
(P=0.34). The mean difference in low-density lipoprotein (LDL) cholesterol levels between the two groups at 12 months was 47 mg per
deciliter (1.2 mmol per liter). To convert values for cholesterol to millimoles per liter, multiply by 0.02586. To convert values for triglycerides Years

to millimoles per liter, multiply by 0.01129.
L
No. at Risk

Rosuvastatin 8901 8643 8437 6571 3921 1979 1370 998 545 159
Placebo 8901 8633 8381 6542 3918 1992 1365 979 547 181

DOI: 10.1056/NEJMoa0807646
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1. Ganh nang tir vong trén bénh nhan Tim mach — Than — Chuyén héa ngay cang

I&n. Trong do, chl yéu nguyén nhan l1a do bién ¢c6 xo vira

2. Xu hwéng diéu tri cac bénh ly nhw Pai thao dwéng, Tang huyét ap,...1a phoi hop
s&®m cac nhom thuoc dieu tri. Tuy nhién, dé dw phong bién c6 xo vira thi
khuyén céo bwéc 1 1a Statin cwéng dd cao (toi wu hoa lieu Statin)

3. Trong cac Statin cworng do cao, wu tién lwa chon cac Statin cé hiéu qua kép ha

LDL-C & ha hsCRP tot. Trong dé, Rosuvastatin hiéu qua tot hon Atorvastatin
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