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[1. ROI LOAN LIPID MAU VA BIEN CO TIM MACH ]

R&i loan lipid mau 1a tinh trang dac trwng bdi sw tang cdia mét hodc nhiéu thanh phan lipid trong
huyet twong: Triglyceride, cholesterol, cholesterol ester, phospholipid va lipoprotein (VLDL, LDL)
cung voi sw giam nong dé HDL.

Tai sao réi loan lipid méau lai nguy hiém?

LDL-C nhiéu sé& lang dong vao thanh mach mau
= hinh thanh mang xo’ vira ddng mach
— |dbng mach hep dan hoéc tac hoan toan.
O Nguy co gay ra cac bénh tim mach nhu:
« Bénh dong mach vanh
« Nh6i mau co tim
« Tai bién mach mau nao
O Tudi tho tang thi nguy co tim mach tang

ROi loan chuyén héa lipid mau — Cuc'y té dv phong ’ 4
ROi loan lipid mau va nguy co bénh tim mach — HGi tim mach hoc qudc gia Viét Nam
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[1. ROI LOAN LIPID MAU VA BIEN CO TIM MACH ]

Xo vira ddng mach duwoc dac trwng
b&i tinh trang tich Ity dan céac
mang lipid & thanh mach, gay hep
long mach, giam twéi mau ngoai vi.
Mang xo vira nit v&, kich hoat
hinh thanh cuc méau déng co thé
gay héi chirng vanh cap.

Hung, P.M., Linh, P.T. (2019). Thubc tim mach trong thwc hanh 1am sang.

Réi loan lipid méau

Tang huyét ap Thubc 14

Dai thao duong \ / Tudi
\ \% /

Réi loan chirc ndng ndéi mac Cytokine
| | { |
Giam NO  Két tap tiéu cau Gidm tiéu  Céac phan tir két
s¢i huyét dinh va BC don
‘ nhan
Xo vira dong mach
A\
Nt v&, hinh thanh huyét khéi
_ \% i
H&i chirng vanh cap
DPo6t quy nao 5
NXB Y hoc.
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main histology of a therosclerosis onset . echanism lation

[1. ROI LOAN LIPID MAU VA BIEN CO TIM MACH ] Nomanclatureand  Sequencesinprogression  Earfiest AR CCd }

Vascular smooth
muscle cells

Monocyte T-lymphocyte

vuug Endothelial

cells

®
LUMEN
VCAM-1 —l

Endothehelial dysfunction

e —— e ——— i e ————— el AT i iy e

Maki K.C., Dicklin M.R., Nieman K.M. (2019) Epidemiologic Characterization of Risk for Cardiovascular Diseases. In: Toth P., 6
Cannon C. (eds) Comprehensive Cardiovascular Medicine in the Primary Care Setting. Contemporary Cardiology. Humana Press
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[1. ROI LOAN LIPID MAU VA BIEN CO TIM MACH ]

Evaluation of cardiovascular risk in the elderly: the
Framingham study

W B Kannel, T Gordan

TaBLE II. AVERAGE ANNUAL INCIDENCE* OF CARLIOVASCULAR EVENTS
IN RELATION TO AGE AND SEX AMONG MEN AND WOMEN 45 TO 74 YEARS
OF AGE WHO PARTICIPATED IN THE FRAMINGHAM STUDY: 20-YEAR

FOLLOW-UP
Coronary Cerebro Peripheral Congestive
heart vascular arterial heart
disease accident disease failure
Age
(Yrs.) Men Women Men  Women  Men Women Men  Women

45to0 54 9.9 3.1 2.0 0.9 1.8 0.6 1.8 0.8
55to 64 20.8 9.5 3.2 2.9 5.1 1.9 4.3 2.7
65t0 74 204 145 8.4 8.6 6.3 3.8 8.2 6.8

*Per 1,000 population

TY LE TU VONG THEO NGUYEN NHAN
TAI VIET NAM
( 2016 - Theo WHO)

= Bénh tim mach

= Ling thie

= Bé&nh khéng ldy nhiém
khac

= Chan thwrong

= Bénh truyén nhiém, bénh
thai san va chu sinh, bénh
lién quan dén dinh dwrdng

mB&nh hd hap man tinh

Bai thao dwérng

Bénh Iy tim mach 1a nguyén nhan gay t& vong hang dau.

A

Ty 1& xo vira dong mach va bién cb tim mach tang dan theo tucf)i. ’ ’
RGi loan lipid mau va nhat la tang LDL-C la mét trong nhirng yéu t6 nguy co quan trong nhat.

— Viéc diéu tri va dw phong cac bién cb tim mach |a can thiét véi Statin 1a liéu phéap dau tay.

Kannel WB, Gordan T. Evaluation of cardiovascular risk in the elderly: the Framingham study. Bull N Y Acad Med. 1978;54(6):573-591.




. TONG QUAN

2. STATIN | Cholesterol Synthesis
Acetyl CoA

oo [ . 3

' Piéu tri rbi loan lipid mau. !
| | rorfoan b | HMG CoA
1

' Dy phong tién phat va thir phéat cac bién cb tim mach. S
"""""""""""""""""""""" 'STATINS '—t—} HMOCoA
| Red(ctase

Antioxidant activities 4 .

Mevalonate
[ Selenoproteins }4
v
Farnesyl pyrophosphate
Glutathione
peroxidase
v
Squalene
Lipid-lowering activities l l
§ Cholesterol biosynthesis
1 LDL-receptors . v
‘ Dolichol Cholesterol y Coenzyme Q10 l
(protein synthesis) (hormones, antioxidants) (energy, antioxidant)
Pleiotropic Effects of Statins in Atherosclerotic Disease: Focus on the Antioxidant Activity 8

of Atorvastatin - Current Topics in Medicinal Chemistry
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[ 2. STATIN J

Dwoc dong & ngwei cao tudi

kha nang bi cac tac dung phu nghiém trong hon khi st dung statin:

Q Do céac co quan chuyén hoéa thai trir suy yéu: Gan, than

-> thay dbi thé tich phan bd thudc

|

| |
| |
| |
| |
| |
| |
| |
| |
| |
| |
| |
| |
[ - I
I ~ ~ ~ N~ LI d ’ I
' Lwong mo trong co thé tang Ién, giam lwgng nuwéc ,
| |
| |
| |
| |
| |
| |
| |
| |
| |
| |
| |
| |
| |

Pleiotropic Effects of Statins in Atherosclerotic Disease: Focus on the Antioxidant Activity 9
of Atorvastatin - Current Topics in Medicinal Chemistry
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[ 1. CHI BINH STATIN O NGU'OIl CAO TUOI ]

Dw phong tién phéat | Th&r nghiém WOSCOPS

All-cause mortality Cardiovascular mortality

g -
- b
- c
o -
o - g .d
v = o
" =
= 1
e ", - — -
g & b
g & Placebo S g *®
® sy 8 e .
€ Pravastatin - Pravastatin
@ = Qo -
S O
W, = [+}] N =0.
2 p=0.0007 & p=0.0004
= T T T T 1 = T T T T 1
0 4 8 12 16 20 0 4 8 12 16 20
Years since randomisation Years since randomisation
Numbers at risk: Numbers at risk:
Placebo 3293 3185 3021 2785 2501 2203 Placebo 3293 3185 3021 2785 2501 2203
Pravastatin 3302 3223 3069 2838 2598 2295 Pravastatin 3302 3223 3069 2838 2598 2295

Ty 1é t& vong do moi nguyén nhan giam rd rét & nhdm st dung pravastatin (HR = 0.87; 95% CI, 0.80-0.94;
P=0.0007). Tt vong do tim mach giam 21% (HR = 0.79; 95% CI, 0.69-0.90; P=0.0004).

Ford I, Murray H, McCowan C, Packard CJ. Long-Term Safety and Efficacy of Lowering Low-Density Lipoprotein Cholesterol 11
With Statin Therapy: 20-Year Follow-Up of West of Scotland Coronary Prevention Study. Circulation. 2016;133(11):1073-1080.
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N\

[ 1. CHI BINH STATIN O NGU'OIl CAO TUOI
S N\
< - A , 1 A Primary Endpoint B Myocardial Infarction, Stroke, Cardiovascular Death
N Dl'J, phong tlen phat ll s RR 0.56, 95%CI 0.46-0.69 X RR 0.53, 95%C| 0.40-0.69 Placebo
—————————————————— P<0.000001 = P=0.00001 HCa
. Placebo
Thtr nghiém JUPITER : : )
$3 e
E 5
g Rosuvastatin 3 Rosuvastatin
 Rosuvastatin 20mg/24h cho thay giam
rd rét cac bién co tim mach chinh, t 8 1 ; ; B - ‘ ; ; !
vong do tim mach, t&¢ vong do moi ey Fuliwgte)
A ~ , . C Revascularization or Hospitalization for Unstable Angina [ All Cause Mortality
nguyen nhan SO VO’I placebo- z RR D.Ssp,.ggﬁggduql.dﬂ—ﬂ.?l} 3 RR 0.79, 95%CI 0.65-0.96
. N A > 7 e <0, = P=0.02
 Loi ich dw phong vwot tréi & nhom s . Placebo
bénh nhan > 70 tudi (HR, 0.61; 95% g )
3
Cl, 0.46 - 0.82). g e
« Tht nghiém dirng lai som vi lgi ich i i Rosuvastatn
vuot trdi rd rang ctia Rosuvastatin. C "3
2 Rosuvastatin )
g g -
[/ 1 an_;cm,,] 3 4 0 1 an;[m,.,:, 3 - 4
1Z

Ridker PM. The JUPITER trial: results, controversies, and implications for prevention. Circ Cardiovasc Qual Outcomes. 2009;2(3):279-285.
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Ve

Thw nghiém HOPE-3

« M&c LDL-C dwoc duy tri thdp hon
(1.02 mmol/L) & nhdm rosuvastatin.

« Két cuc tbng hop ban dau (t& vong do
tim mach, NMCT khéng t& vong, dét
quy khéng t& vong) giam rd rét &
nhom statin (3.7% so v&i 4.8%; HR,
0.76; 95% CI, 0.64 - 0.91).

A Second Coprimary Outcome

1.0+ 0.10- Hazard ratio, 0.75 (95% Cl, 0.64-0.88)
P<0.001
2 0.08+
€ 0284 Placebo
=l 0.06+
5 B s
£ 064  0.04- =
@ e Rosuvastatin
= 0.02 e
= 0.4+ e
s 000 T T T T T T T
o 0 1 2 3 4 5 6 7
0.24
Ty
00 T T T T - T T T
0 1 2 3 4 5 6 7
Year
No. at Risk
Placebo 2118 2083 2055 2018 1967 1638 674 164
Rosuvastatin 2117 2091 2068 2034 1999 1662 694 165

0.020+

0.015+

0.010-

0.005-

Hazard ratio, 0.70 (95% Cl, 0.52-0.95)

P=0:02 Placebo

0.000
0

B Stroke
1.0
8
s o034
o
S
S 064
£ i
o
e
=
£ 044
£
=
o
0.2
0.0
(0]
No. at Risk
Placebo 6344

Rosuvastatin 6361

6275
6308

2 3 4 5 6 7
Year
6210 6126 6010 5013 2094 505
6259 6176 6069 5074 2132 534

C Myocardial Infarction

D Coronary Revascularization

1.0q 0.0254 Hazard ratio, 0.65 (95% Cl, 0.44—-0.94) 1.0q 0.0254 Hazard ratio, 0.63 (95% Cl, 0.44-0.91)
P=0.02 P=0.01
i) 0.020 @ 0.020+ Placebo
S 0.84 Placebo S 0.8+
B 0.015 - 0.015
< <
B s
- 0.6 0.010- T 0.6 0.010- s
o e o 1 | et )
& 0.005- o Congussal Rosuvastatin = 0.0054 o et Rosuvastatin
=S 0.4+ == = 044 T
E 0.000 — T T T — T E 0.000==5— . . . T .
() 0 1 2 3 4 5 6 7 o 0 1 2 3 4 S 6 7
0.2+ 0.2
o‘c I T T 1 T T T o'o S T T T T T T
0 1 2 3 4 5 6 7 0 1 2 3 4 5 6 7
Year Year
No. at Risk No. at Risk
Placebo 6344 6278 6215 6132 6019 5024 2091 504 Placebo 6344 6276 6213 6127 6010 5015 2085 496
Rosuvastatin 6361 6306 6257 6177 6067 5075 2135 534 Rosuvastatin 6361 6309 6259 6174 6063 5069 2125 530

Yusuf S, et al. Cholesterol Lowering in Intermediate-Risk Persons without Cardiovascular Disease. N Engl J Med. 2016;374(21):2021-2031.
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[ 1. CHI BINH STATIN O NGU'OIl CAO TUOI ]

Secondary prevention

30 - 4S-plac
[ ]
25
2o 4S-Rx
S |
% . m LIPID-plac
£ LIPID-Rx B CARE-plac
n% HPS-Rx B HPS-plac
10 7 PROVE-IT-ATV g CARE-Rx WOSCOPS-plac Primary prevention
] PROVE-IT-PRA AFCAPS-plac e
5 AFCAPS-Rx ° WOSCOPS-Rx
° ASCOT-plac
ASCOT-Rx
0 | T T | T T T 1
40 60 80 100 120 140 160 180 200
Mean treatment LDL-C level at follow-up (mg/dl)

« Gidm LDL-C bang liéu phap statin dé dw
phong tién phat rat cé hiéu qué trong viéc
gidm céac bién cb tim mach (chd yéu NMCT)
trén moét loat cac mire LDL-C co ban.

« Gidm nguy co twong dbi twong tw diéu tri
statin trong dw phong th&r phat nhwng giam

nguy co tuyét déi thap hon.

14

Rosenson RS. Statins: can the new generation make an impression?. Expert Opin Emerg Drugs. 2004;9(2):269-279.
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[ 1. CHi BPINH STATIN O NGU Ol CAO TUOI ]

(R \
' Dwphong tién phat 2019 versus 2016 ESC/EAS statin guidelines for primary prevention of
ST ' atherosclerotic cardiovascular disease (ASCVD)
Nguyén tic s dung statin cua 45,750 individuals aged 40-75 and free of ASCVD and statin use at baseline
ESC 2019 trong dw phong tién 3337 experienced ASCVD during 9.2 years follow-up
phat co gi m&i so v&i 20167 Statin eligible individuals at baseline If fully implemented:
15% for 2016 & 32% for 2019 high-intensity statin 10 yrs
Hiéu dwoc tdm quan trong viéc Increased statin eligibility due to | % prevented NNT
dw phong bang statin trén bénh 100 jo9, LowerLoLc
nhan I&n tudi. Guideline ESC BQ. 751 older age-range Lower 25 19 20
2019 dwa statin voi muc khuyén s | LoLe
céo loai | dé dy phong tién phat 3 Jos reshe "
bién co tim mach cho bénh nhan 87
tlr 40-75 tuoi. A= Updated
$E L L EEE g gk
Age, years range algorithm 2019 2016 2019 2016
Mortensen MB, Nordestgaard BG. 2019 vs. 2016 ESC/EAS statin guidelines for primary 15

prevention of atherosclerotic cardiovascular disease. Eur Heart J. 2020;41(31):3005-3015.



Il. LIEU PHAP STATIN O NGU'Ol CAO TUOI

[ 1. CHI BINH STATIN O NGU'OIl CAO TUOI ]

Recommendations
2013 ACC/AHA PCE ....@ ________
2014 NICE QRISK2 ..,_@_
2016 CCS FRS ...® ________
2016 USPSTF PCE > (@)
2016 ESC/EAS SCORE ....@ _______________
———— T ——— T
40 45 50 55 60 65 70 75 80 85 90

Age

—— (lass | or Strong - - - Class lla or Weak ---Classllb

O O

Guideline Recommendations in Elderly

"Statin therapy may be considered in selected individuals"
(age =75, Class IIb)

"For people 85 years or older consider atorvastatin 20 mg as statins may
be of benefit in reducing the risk of non-fatal myocardial infarction”

FRS is not well validated beyond age 75, and indications for statins are
less well defined in this age group
There is no recommendation for statins in people >75 years old

SCORE is not applicable beyond age 65, but "statin therapy should be
considered in older adults, particularly in the presence of hypertension,
smoking, diabetes and dyslipidemia” (Class la)

@ESC 2019

European Saciety
of Cardiology

There is less direct evidence of
benefit among patients aged >75
years who do not already have
evidence of occlusive vascular
disease.

Chwa c6 nhiéu bang chirng dd manh cho statin trong dw phong tién phéat & bénh nhan > 75 tudi khéng co
nguy co tim mach cao. ) ) )
ESC 2019: Can nhac dw phong tién phéat bang statin @ BN > 75 tuoi c6 nguy co’ cao/rat cao (lIb-B)

Mortensen MB, Falk E. Primary Prevention With Statins in the Elderly. J Am Coll Cardiol. 2018;71(1):85-94.

16
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S \
l . [ Ar ! g o
. Dwphong thtrphat Thir nghiém PROSPER
Primary endpoint: Secondary endpoint:
Coronary heart disease death, non-fatal myocardial Coronary heart disease death or non-fatal
infarction, or fatal or non-fatal stroke myocardial infarction
A . B
¥ 20- -y
= . Elacem , . % 157 —— Pplacebo
% 15- ravastatin -7 5 === Pravastatin v
- > 10 -
< 10- =
z z
o c 4
2 5 g °
[w] p—
S 2
a ! ! ! ! ! ! ! ! ! a 1:;II-I T T T 1 T T T 1
Number at risk Number at risk
Placebo 2913 2832 2748 2651 2560 2458 2128 730 44 Placebo 2913 2847 2775 2692 2614 2535 2208 766 46
Pravastatin 2891 2812 2738 2655 2562 2483 2167 770 40 Pravastatin 2891 2827 2768 2696 2608 2544 2237 797 40
Shepherd J, Blauw GJ, Murphy MB, et al. Pravastatin in elderly individuals at risk of vascular 17

disease (PROSPER): a randomised controlled trial. Lancet. 2002;360(9346):1623-1630.
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Thr nghiém PROSPER

Placebo (n, %) Pravastatin (n, %) Hazard ratio (95% CI) P value
(n=2913) (n=2891)

Primary endpoint:

Coronary heart disease death, non- 5 ;g 5y 408 (14.1) 0.85 (0.74-0.97) 0.014
fatal myocardial infarction, or fatal or

non-fatal stroke

Secondary endpoints:

Coronary heart disease death or non- 356 (12.2) 292 (10.1) 0.81 (0.69-0.94) 0.006
fatal myocardial infarction
Fatal or non-fatal stroke 131 (4.5) 135 (4.7) 1.03 (0.81-1.31) 0.81

* Thtr nghiém RCT trén 5804 bénh nhan 70-82 tudi str dung pravastatin 40mg/ngay so vs gia dwoc.
» Pravastatin lam giam 15% nguy co twong doi t&r vong do tim mach, NMCT khéng t& vong, dot quy t&r vong
hoac khéng tr vong (HR, 0.85; 95% ClI, 0.74-0.97).

Shepherd J, Blauw GJ, Murphy MB, et al. Pravastatin in elderly individuals at risk of vascular 18
disease (PROSPER): a randomised controlled trial. Lancet. 2002;360(9346):1623-1630.
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63603 attended
screening

31 458 not eligible

v

A 4

or refused

32145 started

“run-in”

prerandomisation

11609 not eligible

Y

v

or withdrew

20536 randomised

—

10269 allocated 40 mg
simvastatin daily

10267 allocated

matching placebo

Lost to follow-up for:
mortality 3 (0-03%) |4
morbidity 34 (0-33%)

hJ

Lost to follow-up for:
—»| mortality 4 (0-04%)
morbidity 26 (0-25%)

h

r

10232 (99-6%) with
complete follow-up
for average

10237 (99-7%) with

complete follow-up

(3 MRC/BHF Heart Protection Study of cholesterol lowering with
simvastatin in 20 536 high-risk individuals: a randomised placebo-
controlled trial

30
& Placebo-
%‘ Logrank p<0-0001 allocated
o 204
S
=
S Simvastatin-
g 184 allocated
o
Q.
]
(a1

0._

I 1 T T T | |
Years of follow-up
Benefit (SE)/1000 5(3) 20(4) 35(5) 46(5 54(7) 60(18)

allocated simvastatin

Figure: Life-table plot of effects of simvastatin allocation on percentages
having major vascular events

Ty 18 bién c6 mach méau chinh gidm rd rét & nhém s dung

of 5 yoars e eree statin so v&i placebo qua cac nam theo doi (p<0.0001)
Heart Protection Study Collaborative Group. MRC/BHF Heart Protection Study of cholesterol lowering with 19

simvastatin in 20,536 high-risk individuals: a randomised placebo-controlled trial. Lancet. 2002;360(9326):7-22.
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TUOI

(R N\
' Dw phong tht phat | (3 MRC/BHF Heart Protection Study of cholesterol lowering with
B i ’ simvastatin in 20 536 high-risk individuals: a randomised placebo-
controlled trial
Presenting feature Simvastatin- Placebo- Event rate ratio (95% CI) Heterogeneity
allocated allocated or trend %2
Age (years) :
<65 831/4903(16-9%) 1091/4936(22-1%) —.— 0-73
=65 <70 512/2447(20-9%) 665,/2444(27-2%) —-—
=70 690/2919(23-6%) 829/2887 (28-T%) —:.—
| | | I T T T | |
0-4 0-6 0-8 1-0 1-2 1-4
Simvastatin better Placebo better

Figure: Effects of simvastatin allocation on first major vascular event in different categories of participant

Hiéu qua cla simvastatin giba cAc nhém tudi khéng cé sw khac biét dang ké trong gidm cac bién cb

mach mau chinh.

Heart Protection Study Collaborative Group. MRC/BHF Heart Protection Study of cholesterol lowering with
simvastatin in 20,536 high-risk individuals: a randomised placebo-controlled trial. Lancet. 2002;360(9326):7-22.

20
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__________________ .
:( Dw phong tht phat Hydroxymethylglutaryl-CoA Reductase Inhibitors in Older
S ! Persons with Acute Myocardial Infarction: Evidence for an
11007 Age-Statin Interaction
50! \ JoAnne Micale Foody, MD,**5!'" Saif S. Rathore, MPH,* Deron Galusha, MS, MS,*
S~ Statins Frederick A. Masoudi, MD, MSPH,"**7" Edward P. Havranek, MD,!#**#
0804 T o Martha J. Radford, MD,** and Harlan M. Krumholz, MD* "/
070+ T TTT— —_No Statins
= eeol T * Nghién ctru quan sat trén 23013 bénh nhan > 65
£ tudi v&i chan doan NMCT cép khi xuét vién, phan
: 1 2 nhém cé/khéng ké don statin.
a %o * Theo dbi trong 3 nam.
0301 * Tiéu chi chinh: T vong do moi nguyén nhan.
020+
T Liéu phap statin sau xuat vién cho thay giam ty I& to
0 — vong 11% so v&i nhom khong dwoc ké don statin
Years from Discharge (HR=0.89; 95% ClI, 0.83-0.96; p = 0.002)

Figure 1. Unadjusted Kaplan-Meier estimates of 3-year survival in patients
prescribed statins at discharge versus patients not prescribed statins at discharge

Foody JM, Rathore SS, Galusha D, et al. Hydroxymethylglutaryl-CoA reductase inhibitors in older persons with 21
acute myocardial infarction: evidence for an age-statin interaction. J Am Geriatr Soc. 2006;54(3):421-430.
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DU’ phC)ng thor phé.t : 65.69 -

Hydroxymethylglutaryl-CoA Reductase Inhibitors in Older
Persons with Acute Myocardial Infarction: Evidence for an
Age-Statin Interaction

T0-74 -

JoAnne Micale Foody, MD,**S!" Saif S. Rathore, MPH,* Deron Galusha, MS, MS,’
Frederick A. Masoudi, MD, MSPH,***7" Edward P. Havranek, MD,#**#

Martha J. Radford, MD,*" and Harlan M. Krumbolz, MD* 1% & wre
Ty 1& t&r vong thap hon duoc quan sat thay & oo a4 ——
nhém tudi < 80 (HR = 0.84, 95% Cl, 0.76-0.92)
nhwng chwa thay sy khac biét & nhom tudi trén 80
(HR = 0.97, 95% ClI, 0.87—1.09). .

Hazard Ratio

Figure 2. Adjusted hazard ratio (HR) of 3-year mortality for patients prescribed statins at
discharges versus patients not prescribed statins at discharge by 5-year age increments.

Foody JM, Rathore SS, Galusha D, et al. Hydroxymethylglutaryl-CoA reductase inhibitors in older persons with 22
acute myocardial infarction: evidence for an age-statin interaction. J Am Geriatr Soc. 2006;54(3):421-430.
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Statins for Secondary Prevention in Elderly Patients
A Hierarchical Bayesian Meta-Analysis

Jonathan Afilalo, MD,* Gustavo Duque, MD, PHD,* Russell Steele, PHD,t
J. Wouter Jukema, MD, PHD,8 Anton J. M. de Craen, PHD, Mark J.
Eisenberg, MD, MPH*q|

Montreal, Canada; and Leiden, the Netherlands

Phan tich tong hop 9 thi» nghiém ngéu nhién bao
gbm 19569 bénh nhan va&i dd tudi 65 — 82 tudi.

729 potentially relevant studies
identified and screened for retrieval

Studies excluded with reason:

Y

66 RCTs retrieved for more detailed
evaluation

»| O Title/abstract not appropriate
(n=663)

RCTs excluded with reason:
Q Primary prevention trial (n=19)

25 potentially appropriate RCTs to be
included in the meta-analysis

O No placebo group (n=17)
Q Both (n=5)

RCTs excluded with reason:
O Less than 50 elderly patients (n=9)

A

9 RCTs included in the meta-analysis

O Elderly subgroup data not
available (n=7)

RCTs withdrawn with reason:
O Nonfatal MI not reported (n=1)

RCTs included by outcome:

Q All-cause mortality (n=9)

O CHD mortality (n=9)

O Nonfatal MI (n=8)

O Need for revascularization (n=7)
Q Stroke (n=5)

Afilalo J, Duque G, Steele R, Jukema JW, de Craen AJ, Eisenberg MJ. Statins for secondary prevention

in elderly patients: a hierarchical bayesian meta-analysis. J Am Coll Cardiol. 2008;51(1):37-45.

O Need for revascularization not
reported (n=2)
O Stroke not reported (n=4)
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No. Events/

Total No. of Patients
Study Statin Placebo
4S8 67 /518 96 /503
CARE 77 1640 108 /643
FLARE 27179 6/187
HPS 963 /5366 1089 /5331
LIPID 287 /1741 365/1773
LIPS 231324 327299
PLAC | 1/42 2152
PROSPER 110/934 1287899
REGRESS 1175 1/63

Pooled (5 year) 1531/9819 1827/9750

Posterior Median
Relative Risk

(95% Credible Interval)
0.75(0.59, 0.89)
0.76 (0.61, 0.90)
0.74 (0.47 ,0.97)
0.87 (0.80, 0.93)
0.80 (0.71,0.90)
0.75(0.55, 0.94)
0.76 (0.51,1.00)
0.82 (0.69, 0.98)
0.75(0.49,0.99)

0.78 (0.65, 0.89)

1
Favors ' Favors

Statin | Placebo

[ I 1
00 05 10 15 20

Posterior Relative Risk

Figure 2: Bayesian Forest Plot for All-Cause Mortality

No. Events/

Total No. of Patients
Study Statin Placebo
48 44 {518 7317503
CARE 37 /640 66 /643
FLARE 21179 31187
HPS 558 /5366 664 /5331
LIPID 160/1741 21171773
LIPS 81324 157299
PLAC | 0/42 1/52
PROSPER 48/934 69 /899
REGRESS 0/75 0/63

Pooled (5 year) 857 / 9819 1102/ 9750

Posterior Median
Relative Risk
(95% Credible Interval)
0.67 (0.49, 0.84)
0.65 (046, 0.83)
0.69 (0.41,1.04)
0.82 (0.74 ,0.91)
0.74 (0.63, 0.88)
0.66 (0.39, 0.89)
0.67 (0.36 , 0.99)
0.70 (0.53, 0.90)
0.67 (0.35, 0.96)

0.70 (0.53 , 0.83)

Favors ! Favors
Statin ' Placebo

.
-

!

—.—
N
—-—

T I 1
00 05 10 15 20

Posterior Relative Risk

Figure 3: Bayesian Forest Plot for Coronary Heart Disease Mortality

Mcrc giam nguy co twong dbi t&r vong do moi nguyén nhan 1a 22% trong 5 nam (RR=0.78, 95% ClI, 0.65-0.89).
Statin cho thay giam 30% ty |é t&r vong do bénh ly mach vanh (RR=0.70, 95%CI, 0.53-0.83).

Afilalo J, Duque G, Steele R, Jukema JW, de Craen AJ, Eisenberg MJ. Statins for secondary prevention
in elderly patients: a hierarchical bayesian meta-analysis. J Am Coll Cardiol. 2008;51(1):37-45.
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No. Events/ Posterior Median Favors Favors
Total No. of Patients Relative Risk Statin Placebo No. Events/ Posterior Median Favors Favors
. . Total No. of Patients Relative Risk Statin Placebo
Study Statin Placebo (95% Credible Interval) ' Stud Stati Placeb 85% Credible Interval
48 80/518 122/503 0.75 (0.62 , 0.89) - uay n acebo (95% Credible Interval) |
CARE 41/640  57/643 0.73 (0.57 , 0.93) - 43 517518 807503 0.68(0.53,0.83) -
FLARE 5/179 97187 0'72 0'49 ’ 0'93 i CARE 73/640 104 /643 0.71 (0.58 , 0.86) - E
72(0.49,, 0.98) ' LIPID 20571741 284/1773 0.73(0.63, 0.84) -
LIPID 110/1741 138/1773 0.77 (0.64 ,0.93) - LIPS 57 / 324 76 /299 0.73 (0.59 , 0.88) -
LIPS 12/ 324 16 /299 0.72 (0.51, 0.97) —'—i PLAC | 5/42 7/52 0.71 (0.52 , 1.02) - :
PLAC | 2/42 6 /52 0.73(0.48 , 0.99) — PROSPER 29/934  31/899 0.71 (055, 0.99) -
PROSPER 98/934 116/899 0.78 (0.64 , 0.95) - REGRESS 1175 5/63 0.66 (0.42 , 0.90) —a—
REGRESS 0/75 1/63 0.71(0.43,0.97) —a— E
1 1
1 I
Pooled (5 year) 357 / 4453 465 /4419 0.74 (0.60, 0.89) —-— E Pooled (5 year) 422 / 4274 586 /4232 0.70 (0.53, 0.83) - i
| | ; — T T 1
00 05 10 15 2.0 00 05 10 15 20
Posterior Relative Risk Posterior Relative Risk

Figure 4: Bayesian Forest Plot for Nonfatal Myocardial Infarction Figure 5: Bayesian Forest Plot for Revascularization

Statin lam gidm 26% nhéi mau co’ tim khéng t& vong (RR=0.74, 95% CI, 0.60-0.97), gidm 30% ty |& can tai
thdng mach vanh (RR=0.70, 95% CI, 0.53-0.83).

Afilalo J, Duque G, Steele R, Jukema JW, de Craen AJ, Eisenberg MJ. Statins for secondary prevention 25
in elderly patients: a hierarchical bayesian meta-analysis. J Am Coll Cardiol. 2008;51(1):37-45.
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High-Dose Atorvastatin after Stroke
or Transient Ischemic Attack

The Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) Investigators*

METHODS

We randomly assigned 4731 patients who had had a stroke or TIA within one to
six months before study entry, had low-density lipoprotein (LDL) cholesterol levels
of 100 to 190 mg per deciliter (2.6 to 4.9 mmol per liter), and had no known coro-
nary heart disease to double-blind treatment with 80 mg of atorvastatin per day
or placebo. The primary end point was a first nonfatal or fatal stroke.

Amarenco P, Bogousslavsky J, Callahan A 3rd, et al. High-dose atorvastatin after stroke
or transient ischemic attack. N Engl J Med. 2006;355(6):549-559.

6670 Selected for screening visit

1

1939 Excluded
15591 Did not meet entry
criteria
250 Withdrew consent
54 Excluded for other or
administrative reasons
44 Had an adverse event
or reached an end point
during screening phase

4731 Underwent randomization

2365 Assigned to 80 mg of
atorvastatin per day

2272 Followed for end points
through end of study
63 Withdrew consent, vital
status unknown
15 Withdrew consent, vital
status known
15 Lost to follow-up

|

2365 Included in efficacy analysis
and safety analysis

|

2366 Assigned to placebo

l

2253 Followed for end points
through end of study
69 Withdrew consent, vital
status unknown
34 Withdrew consent, vital
status known
10 Lost to follow-up

l

2366 Included in efficacy analysis
and safety analysis

26
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- - -

16 Placebo 25+

_— Xe) Placebo

X £

o g 204

i~ 12 [¥]

[ ]

g Atorvastatin £ 15-

= o< Atorvastatin

= & n

g8 c U

c c 8

3 =&

- (@]

) 4- )

= HR, 0.84 (95% Cl, 0.71-0.99); P=0.03 = 5+

S & HR, 0.77 (95% Cl, 0.67-0.88); P<0.001

0 1 | | | | | I 0 1 | I I | |
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years since Randomization Years since Randomization

No. at Risk No. at Risk
Atorvastatin @ 2365 2208 2106 2031 1935 922 126 Atorvastatin 2365 2148 2023 1933 1837 871 119
Placebo 2366 2213 2115 2010 1926 287 137 Placebo 2366 2132 1998 1871 1780 803 126

Atorvastatin 80mg/ngay cho thay gidm €0 y nghia ty 1& dot quy tir vong/khong tir vong (HR=0.84, 95% Cl,
0.71-0.99), giam ty 1& dét quy va con thieu mau nao thoang qua (HR=0.77, 95% CI, 0.67-0.88).

Amarenco P, Bogousslavsky J, Callahan A 3rd, et al. High-dose atorvastatin after stroke

27
or transient ischemic attack. N Engl J Med. 2006;355(6):549-559.
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16+ 40—
HR, 0.58 (95% Cl, 0.46-0.73); P<0.001 < HR, 0.74 (95% Cl, 0.66-0.83); P<0.001
3 -
f—_;' 12 g 304
c o Placebo
g Placebo =
- 5
E 8 § 20 Atorvastatin
5 3
o ©
V) S
> 4 Atorvastatin S 10+
=
< 3
<
0 T T T T T ] 0 I I T T T 1
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years since Randomization Years since Randomization
No. at Risk No. at Ris_k
Placebo 2366 2260 2169 2086 2014 943 147 Placebo 2366 2106 1929 1773 1655 738 110

Giam dang ké ty 1é cac bién cd mach vanh va bién cé tim mach & nhém s dung Atorvastatin.

Amarenco P, Bogousslavsky J, Callahan A 3rd, et al. High-dose atorvastatin after stroke 28
or transient ischemic attack. N Engl J Med. 2006;355(6):549-559.
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@ ESC 2019 ESC/EAS Guidelines for the management of dyslipidaemias:
Pt iietat lipid modification to reduce cardiovascular risk

Khuyén céo ha lipid mau trong dw phong bién ¢6 ASCVD & bénh nhan dét quy nhoi mau néo trwéc dé

Bé&nh nhan cé tién st dét quy nhéi mau ndo hodc con thiéu mau ndo thoang qua cé
nguy co bién co tim mach rat cao, dac biét la nguy co nhéi mau nao tai phat, vi vay
khuyén cao diéu tri ha LDL-C tich cwc trén nhém bénh nhan nay.

29

Mach F, Baigent C, Catapano AL, et al. Eur Heart J. 2020;41(1):111-188.
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Trén tat ca bénh nhan c6 bénh tim mach voi bat ké mec LDL-C ban dau, hau hét cac
phwong phap dieu tri lam giam LDL-C (bao gom statin) deu gilp giam nguy co NMCT va
thiéu mau cuc bd co tim.

Statin da dwoc chirng minh lgi ich gidm ty & t& vong, gidm cac bién cb tim mach trong dw
phong th& phat.

Statin da dwoc chirng minh trong giam nguy co dot quy, tai phat & nhirng bénh nhan tién
str dét quy nhoi mau ndo hay TIA. Khuyén céo diéu tri ha LDL-C tich cwc trén nhém bénh
nhan nay.

30
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@ ESC 2019 ESC/EAS Guidelines for the management of dyslipidaemias:
O lipid modification to reduce cardiovascular risk

Khuyén cao diéu tri réi loan lipid mau & ngwoi cao tudi

Khuyén céo Class Level
Diéu tri bang statin dwoc khuyén cdo cho nhirtng bénh nhan cao tudi mac ASCVD | A
twong tw nhirng bénh nhan tré tudi.

Diéu trj bang statin dwoc khuyén cdo dé dw phong tién phét, theo mirc dd rui ro, & | A
nguoi Ion tudi < 75 tudi.

B&t dau diéu tri bang statin dé& dw phong tién phat & nguwdi > 75 tubi cé thé duwoc xem " =
Xét, néu co nguy co cao hoac rat cao.

Khuyén céo rang statin dwoc bat dau vai liéu thip néu co suy than dang ké va / hoac

c6 kha nang dung thudc twong tac va sau dé hiéu chinh liéu dé dat dwoc muc tiéu | C

diéu tri LDL-C.
31
Mach F, Baigent C, Catapano AL, et al. Eur Heart J. 2020;41(1):111-188.
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Total CV risk  Untreated LDL-C levels

(SCORE)% g 4mmollL 1.4to<18 1.8 to <2.6 2.6 to <3.0 3.0 to <4.9 >4.9 mmollL
(55 mg/dL) mmol/L (55 mmol/L (70 mmol/L (100 mmollL (116 to  (>190 mg/dL)

to <70 mg/dL) to <100 mg/dL) to <116 mg/dL) <190 mg/dL)

@ESC

Primary <1, low-risk Lifestyle inter-
prevention der adding European Society
drug if of Cardiology
ST Chién lwoc can thiép diéu tri réi loan lipid
o Tty mau dwa vao NCTM va mirc LDL-C ban dau
trong dw phong tién phat va thi phat.
Class™/Level”
>5 to <10, or
high-risk
(see Table 4)
Class*/Level”
>10, or at
very-high
risk due
to a risk condi-
tion
(see Table 4)
Class*/Level”
5“"":7 b CV = cardiovascular; LDL-C = low-density lipoprotein cholesterol;
prevenen SCORE = Systematic Coronary Risk Estimation.
. _ _ _ 2Class of recommendation.
Class*/Level”  ll/A VA VA 1A A VA "Level of evidence.

32
Mach F, Baigent C, Catapano AL, et al. Eur Heart J. 2020;41(1):111-188.
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9 LDL-C muc tieu? R@ Muc tiéu LDL-C & nguwdi cao tudi la bao nhiéu?

C6 phai cang thap cang tot khéng?

Effect of intensive compared with moderate lipid- 207 |

lowering therapy on progression of coronary
atherosclerosis: a randomized controlled trial

1561
107

Steven E Nissen 1, E Murat Tuzcu, Paul Schoenhagen, B Greg Brown, Peter Ganz, Robert A Vogel,

Tim Crowe, Gail Howard, Christopher J Cooper, Bruce Brodie, Cindy L Grines, Anthony N DeMaria,
REVERSAL Investigators

5_

0

-5 -

° Mang xo vira thodi trién khi gidm LDL-C trén 50%
SO V&I mdrc nén.
= Giam nguy co nut vo.
— Gidm céc bién cb tim mach.

101

AR
o

Change in Atheroma Volume, mm3

-80 -70 -60 |-50 |-40 -30 20 -10 O 10 20
% Change in Low-Density Lipoprotein Cholesterol

Nissen SE, Tuzcu EM, Schoenhagen P, et al. Effect of intensive compared with moderate lipid-lowering therapy 33
on progression of coronary atherosclerosis: a randomized controlled trial. JAMA. 2004;291(9):1071-1080.
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9 LDL-C muc tiéu?

A Primary endpoint
0-224

Thr nghiém FOURIER

p=0-0012 for the B coefficient

B Secondary endpoint

Primary endpoint: 016+ Secondary endpoint: p=0.0001 forthe B coefficient
Cardiovascular death, myocardial infarction, stroke, Cardiovascular death, myocardial infarction, or stroke
0204  coronary revascularisation, or hospital admission for
unstable angina. 014-
__ 018
% % 012
g £
g 016 %
-E g 010
g b
3 014+ :
3 g
008
0-12
0-10 0.06 -
Oll( T T T T T T T T T 0/|( T T T T T T T T T
0 05 10 15 2.0 25 30 35 40 45 0 05 1.0 15 20 25 30 35 40 45
LDL cholesterol 4 weeks after randomisation (mmol/L) LDL cholesterol 4 weeks after randomisation (mmaol/fL)
QLDL-C cang thap, ty Ié xuat hién cac bién c6 cang giam.
Giugliano RP, Pedersen TR, Park JG, et al. Clinical efficacy and safety of achieving very low LDL-cholesterol concentrations with the 34

PCSKJ inhibitor evolocumab: a prespecified secondary analysis of the FOURIER trial. Lancet. 2017;390(10106):1962-1971.
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9 LDL-C muc tiéu?

B Treatment goal

for LDL-C « SCORE <I%
i « SCORE21% and <5%
s * Young patients (T1DM <35 years;
: T2DM <50 years) with DM duration
3.0 mmol/L - years .
10 without other risk fact:
(116 mg/dL) Low L e

+ SCORE =5% and <10%
+ Markedly elevated single risk factors, in

* FH without other major risk factors
* Moderate CKD (eGFR 30-59 mL/min)
* DM wlo target organ damage, with DM

particular TC >8 mmol/L (310 mg/dL) or
LDL-C >4.9 mmol/L (190 mg/dL) or
BP =180/110 mmHg

duration 2|0 years or other additional risk factor

1.8 mmol/L m
70 mg/dL
&>50% A
reduction
from

(55 mg/dL)

+ ASCVD (clinical/imaging)
+SCORE 210%
« FH with ASCVD or with another
/ major risk factor
+ Severa CKD (eGFR <30 mL/min)
+ DM & target organ damage: =3
major risk factors; or early onset of
T1DM of long duration (>20 years)

Low  Moderate High

Mach F, Baigent C, Catapano AL, et al. Eur Heart J. 2020;41(1):111-188.

Very high CV Risk

Piéu tri statin & nhém bénh
nhan 1&n tudi nén xem xét
dwa vao phan tang nguy co
cling nhw mc LDL ban dau,
tinh trang bénh Iy nén cla
méi cad nhan va nguy co
twong tac thubc. T d6 dua
ra LDL-C muc tiéu phu hop.

35
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Nhém bénh nhan hwéng loi tlr statin

Cuwdng do statin

Tinh wa nwdc clia statin

Tiéu chi Thoi gian ban huy
Twong tac thudc
Chtrc nang than

Tinh kinh té

36




Il. LIEU PHAP STATIN O’ NGU'O'l CAO TUOI

[ 2. TIEU CHUAN LU’A CHON STATIN ]

él(\)’lfllfégng 2018 AHA/ACC Multisociety Guideline on the
0
CARDIOLOGY Management of Blood Cholesterol
Treatment Group Recommendation Level of Evidence
Clinical ASCVD High-intensity statin if <75 years. Strong (A), Class |
Moderate- to high-intensity statin if >75 years. | Moderate (B), Class lla
LDL-C 2190 mg/dL High-intensity statin. Moderate (B), Class | Sau khi can nhéc dl\lng thUéC

Age 20-75 years

cwdng dod liéu statin dwoc lwa

Diabetes Modt_erate-'inte.nsity. o | Strong (A), Class | chc_)n tl‘,ly thU@C vao nhém bénh
Age 40-75 years, LDL 70-189 mg/dL | Consider high-intensity in patients who have Moderate (B), Class lla ~ > . . . n <
nhan huwong loi tww viéc dung

multiple ASCVD risk factors. : _
statin va LDL-C muc tiéu.

Primary prevention Risk discussion if 10-year ASCVD risk is 27.5% to | Strong (A), Class |
Age 40-75 years, LDL 70-189 mg/dL, | <20%. If decision is made for statin therapy,

and estimated ASCVD 10-year ris"- | moderate-intensity is recommended

27.5% If 10-year ASCVD risk is 220%, high-intensity Strong (A), Class |

statin should be initiated.

37
Grundy SM, Stone NJ, Bailey AL, et al. 3 Am Coll Cardiol. 2019;73(24):3168-3209.
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High-Intensity Statin Therapy

Daily dose lowers LDL on
average by 250%

Moderate-Intensity Statin Therapy

Daily dose lowers LDL on average by
approximately 30-49%

Low-Intensity Statin Therapy

Daily dose lowers LDL on
average by <30%

Atorvastatin 40-80 mg
Rosuvastatin 20-40 mg

Atorvastatin 10-20 mg
Rosuvastatin 5-10 mg
Simvastatin 20-40 mg
Pravastatin 40-80 mg
Lovastatin 40 mg
Fluvastatin XL 80 mg
Fluvastatin 40 mg BID
Pitavastatin 2-4 mg

Simvastatin 10 mg
Pravastatin 10-20 mg
Lovastatin 20 mg
Fluvastatin 20-40 mg

Giam LDL-C cua cac statin theo liéu

70 +

60

SIRE
! A

- rf o

DL %

1 L
AlD A20 A40 ABD F20 F40 FEO LIO L20 L40 LED P10 P20 P40 510 520 540 580 R5 RID R10 R40 PI P2 P4

ATOR FLUYA LOVA PRAYA SIMVA ROSU PITA

Weng TC, et al. | Clin Pharm Ther . 2010;35:139-151
Mukhtar RY, et Al Int | Clin Pract . 2055;59(2):239-252

Mdrc d6 giam LDL-C cua cac statin

https://www.uchealth.org/coordinatedcareco/provider_insider/issue-4/pharmacy-integration-insights/ 38
2016 ESC/EAS Guidelines for the Management of Dyslipidaemias




Il. LIEU PHAP STATIN O’ NGU'O'l CAO TUOI

[ 2. TIEU CHUAN LU’A CHON STATIN ]

Statin wa nwdc sé han ché lién két mé
- lwa chon néu co tac dung phu lién quan co

Hydrophilic Lipophilic

« Statin c6 t;;, ngan = dung budi toi
. Statin c6 t,,, dai st dung bat ky thoi didm

nao trong ngay.

Rosuvastatin

Pravastatin

Fluvastatin

Pitavastatin (slightly hydrophilic)

Atorvastatin
Lovastatin
Simvastatin

Short Half-Life

Dose in the evening to maximize effect:

e Lovastatin
e Simvastatin

e Fluvastatin

Long Half-Life

Can be dosed any time of day:

e Atorvastatin
e Rosuvastatin

e Pitavastatin

https://www.uchealth.org/coordinatedcareco/provider_insider/issue-4/pharmacy-integration-insights/

39
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e e e - ——
1
I
\

Céac thudc twong tac véi statin qua CYP3A4 lam tang

nguy co tiéu cor van
Anti-infective
agents
Itraconazole
Ketoconazole
Posaconazole
Erythromycin
Clarithromycin
Telithromycin

HIV protease inhibitors

Mach F, Baigent C, Catapano AL, et al. Eur Heart J. 2020;41(1):111-188.

Calcium
antagonists

Verapamil
Diltiazem

Amlodipine

Other

Ciclosporin
Danazol
Amiodarone
Ranolazine
Grapefruit juice
Nefazodone

Gemfibrozil

Pa sb céac statin chuyén hoa qua gan théng
gua enzym CYP450 (trr Pravastatin khndng qua
CYP450, Rosuvastatin va Pitavastatin it chuyén
hoa).

Twong tac manh véi Macrolid

Viec phdi hop  clarithromycin  hodc
erythromycin v&i simvastatin hoac atorvastatin
lam tdng nguy co mac bénh co va hdi chirng
tiéu co van cap do statin

- Can nhac viéc dirng statin tam thdi hodc lwa
chon khang sinh khéc.

40
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: N ., o K 7 < 2 Ve R > Uri E ti 9
- Atorvastatin va fluvastatin it bai tiét qua nwoc tiéu, co the la lwa

chon tét nhat & nhirng ngudi bi suy gidm chirc ndng than. Atorvastatin: 2
Fluvastatin XL: 5

- Atorvastatin khong can chinh liéu & BN suy than. Lovastatin: 10

« Fluvastatin chwa dwoc nghién ctu & liéu Ion hon 40mg & BN Rosuvastatin: 10
, . Simvastatin: 13
suy than nang, than trong dung & doi twong nay & liéu cao hon. Pravastatin: 20

- ———

Liéu phap statin can thdi gian diéu tri 1au dai do d6 chon thubc cling can can nhac vé van dé kinh té, sw tuan

th( ctia bénh nhan l1a mét trong cac yéu té anh huwéng dén hiéu qua diéu tri.

41
https://www.uchealth.org/coordinatedcareco/provider_insider/issue-4/pharmacy-integration-insights/
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O O BN CKD, nhirng statin thai trtr qua dwong tiéu co thé

A ~ S A ’ N N N A . . « X Table 2. Statins in CKD*
gay doc toan than, mwc do tuy thudc vao giai doan tién able 2. Statinsn

tr| é n Cl] a bé n h . Agent Major Clearance Pathway Dose Adjustment in Mild-Moderate CKD Use in ESRD Use After Transplantation
° B N C K D g Ial doa n 1 - 2 d u n g n a p tét Vé’l Statl n I Ié u tru n g Atorvastatin Mainly hepatic Nene needed Can be used Avoid with cyclosporine

b I n h i . . A , N . A - Y Fluvastatin Mainly hepatic None needed Mot studied at doses =40 mg/d Do not exceed 20 mg/d with cyclosporinet
BN CKD giai doan 3-5: can xem xét va hiéu chinh liéu cho

p h l] hO,p . Lovastatin Mainly hepatic Maximum dose 20 mg/d if eGFR <30 mLimin Not discussed in P Avoid with cyclosperine
® B N C K D g I al dOa n CU 6' I Ié u p h é.p ha | | p | d m éu |,t q uan Pitavastatin Both hepatic and renal Maximum dose 2 mg/d Maximum dose 2 mg/d Contraindicated with cyclosporine

N\ > 0 by > " - \

tro n g \{::-] khoa n g 60 /0 tru’o’ng tw von g d 0 Ioa nn h ! p tl m va Pravastatin Both hepatic and renal None specified Maximum dose 20 mg/d Maximum dose 20 mg/d with cyclosporine

dot tcr.
D Bén h n h é_n g h é p thé n Rosuvastatin Both hepatic and renal Mene specified Maximum dese 10 mgld Maximum dese 5 mgid with cyelosporine
° Sta“ n duJO’C kh uyé n Céo Ia I |é u p h ép dé u tay h a I | p | d m éu Simvastatin Mainly hepatic Nene specified Use caution, start at & mg/d Contraindicated with cyclosporine

& nhom BN nay.

* Nén khé&i dau & lieu thap sau dg’) hiéu chinh lieu cho phu
hop, xem xet twong tac thuoc gilra statin va thudc  Atorvastatin hodc fluvastatin dwoc khuyén céo st dung
UCMD. vi khdng can hiéu chinh lieéu theo murc loc cau than.

CKD indicates chronic kidney disease; EGFR, estimated glomerular filtration rate; ESRD, end-stage renal disease; and PI, prescribing information.

[1] Jick H, et al. Statins and the risk of dementia. Lancet. 2000;356(9242):1627-1631.
[2] Newman CB, et al. Statin Safety and Associated Adverse Events: A Scientific Statement From the American 42
Heart Association. Arterioscler Thromb Vasc Biol. 2019;39(2):e38-e81.
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7046 patients assessed

""'_"'A"': """ A"""_'"‘, for eligibility
Statin trén bénh nhan suy tim
___________________________ p 14 disqualified because of
inadequate informed
H— H H H H + consent process and
Effect of rosuvastatin in patients with chronic heart failure @ %, ualkty of dats
(the GISSI-HF trial): a randomised, double-blind, 2401ineligible
. 1576 treated with statin
placebo-controlled trial 395 contraindications to
statins
430 investigator decision
Methods: We undertook a randomised, double-blind, placebo- v
controlled trial in 326 cardiology and 31 internal medicine centres in 4631 randomised

Italy. We enrolled patients aged 18 years or older with chronic heart
failure of New York Heart Association class -1V, irrespective of ! 3
cause and left ventricular ejection fraction, and randomly assigned

2317 assigned to placebo

2314 assig ned to rosuvastatin

them to rosuvastatin 10 mg daily (n=2285) or placebo (n=2289) by a

concealed, computerised telephone randomisation system. Patients 29 disqualified because of 28 disqualified because of

were followed up for a median of 3.9 years (IQR 3.0-4.4). Primary inadequate informed | | | 5| nadequateinformed

. . ) . . consent process and consent process and

endpoints were time to death, and time to death or admission to quality of data quality of data

hospital for cardiovascular reasons. Analysis was by intention to

treat. 25 withdrew consent 30 withdrew consent
" | 3lostto follow-up “ B 1 lost to follow-up [
| v v |
R | 2285 analysed 2289 analysed 4---------- '

Tavazzi L, Maggioni AP, Marchioli R, et al. Effect of rosuvastatin in patients with chronic heart failure (the GISSI-

HF trial): a randomised, double-blind, placebo-controlled trial. Lancet. 2008;372(9645):1231-1239.
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079 - -~ Placebo
—— Rosuvastatin
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Adjusted HR* 1-00 (95-5% Cl 0-898-1-122); p=0-943
Unadjusted HR 1-03 (95-5% CI 0-917-1-145); p=0-660

Log-rank test p=0-660

Number at risk

Rosuvastatin 2285 2180 2085 1987 1913 1841 1744 1436 1055 523
Placebo 2289 2202 2115 2028 1935 1848 1750 1397 1045 518

0=

06 -

05 -

04

03

02 4

01

Probability of all-cause death or admission for cardiovascular reasons

7~ Adjusted HR* 1-01 (99% Cl 0-908-1-112); p=0-903
Unadjusted HR 102 (99% Cl 0-923-1-130); p=0-594

Log-rank test p=0-594

Number at risk
Rosuvastatin 2285
Placebo 2289

T T T T T T T T 1
6 12 18 24 30 36 42 48 54

Time since randomisation (months)

1895 1669 1486 1358 1246 1126 879 620 319
1903 1697 1517 1362 1244 1121 877 631 308

Rosuvastatin khéng mang lai lgi ich trong giam ty 1€ t&r vong & bénh nhan suy tim man tinh.

Tavazzi L, Maggioni AP, Marchioli R, et al. Effect of rosuvastatin in patients with chronic heart failure (the GISSI-
HF trial): a randomised, double-blind, placebo-controlled trial. Lancet. 2008;372(9645):1231-1239.
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Rosuvastatin in Older Patients with Systolic Heart Failure

A Primary Outcome
354
Placebo
304
25 ol
9 o
S 50 jf//{fJ
n " Rosuvastatin
=
2 154
m .
K .
10
P=0.12
5 -
0 1 | | I I
0 12 18 24 30 36
Months

B Death from Any Cause

Patients (%)

359

30

a

4" Rosuvastatin

P=0.31

6

12

18 24 30 36
Months

Rosuvastatin chwa cho thay lgi ich trong gidm ty 1& t& vong
@ bénh nhan suy tim phan suat tong mau giam (HFrEF).

Kjekshus J, Apetrei E, Barrios V, et al. Rosuvastatin in older patients
with systolic heart failure. N Engl J Med. 2007;357(22):2248-2261.

Patients (%)

C Any Coronary Event

35+

30+

[d
wA
1

g
T

-
wA
1

104

Placebo

~“"Rosuvastatin

Months

Primary outcome: death from cardiovascular causes,

nonfatal myocardial infarction, and nonfatal stroke
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———————————————————————————

@ ESC 2019 ESC/EAS Guidelines for the management of dyslipidaemias:
e oo ciety lipid modification to reduce cardiovascular risk

Dwa trén nhi*ng bang chirng hién tai, khdng khuyén céo s dung thuong quy statin & bénh nhan suy tim
khi khong c6 chi dinh khac (vd, bénh mach vanh). Chwa c6 nhitng bang chirng cho thay tac hai cia statin
sau bién co suy tim, do d6 khéng can ngwng statin & nhirng bénh nhan da dwoc diéu tri.

46
Mach F, Baigent C, Catapano AL, et al. Eur Heart J. 2020;41(1):111-188.
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{ ______________________________________________ N
- Pal n Pal \5 ~n ~n - - A I
' Statin trén bénh nhan mac bénh dong mach ngoai bién .
~ e e e e e J
B o o aron S eb, ey Hetoroome | Randomized trial of the effects of cholesterol-
10,269 10,267 . . . . .
(028 (10260 . lowering with simvastatin on peripheral vascular and
Major coronary events | other major vascular outcomes in 20,536 people with
PAD 369 (10.9%) 465 (13.8% —-— =0.3 . . . . .
No PAD 520 (1.7%) 747 (108%) R ’ peripheral arterial disease and other high-risk
Subtotal: coronary 898 (8.7%) 1212 (11.8%) ’ mgpffgub 2-791 conditions
Strokes . Heart Protection Study Collaborative Group
PAD 179 (5.3%) 242 (7.2%) p=0.7

No PAD 265 (3.8%) 343 (5.0%)

0.75 (0.66 - 0.85)

Subtotal: stroke 444 (4.3%) 585 (5.7%) p<0.0001

—._'—
_._
-
Revascularisations VléC sty dung simvastatin & bénh nhan PAD
PAD 466 (13.8%) 603 (17.9%) i p=0.7 y - X y ; i
No PAD 473(6.9%) 602 (B.7%) . cho thay giam 16% bién c6 mach mau ngoai
<&

Subtotal: revascularisation 939 (9.1%) 1205 (11.7%) °'75pi°6_7:052'83’ bién so V&i glé dU’Q’C, cha yéU do glém 20%
nguy co twong doi tai théng mach mau (khéng

MAJOR VASCULAR EVENTS o . . n e " . ;

PAD (390 (20 4%) 1101 (32.72) p=0.5 phai mach vanh). Hiéu qua doéc lap v&éi marc

0.76 (0.72 - 0.81) LDL-C ban dau.

ALL PATIENTS 2033 (19.8%) 2585 (25.2%) £<0.0001

0.4 0.6 0.8 1.0 1.2 1.4
Simvastatin better ‘ Placebo better

Heart Protection Study Collaborative Group. J Vasc Surg. 2007;45(4):645-654.
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»Il Bénh nhan PAD c6 nguy co' cao mac bién co tim mach Ién, nhw: dau tim, dét quy, thieu
mau chi cap.

\ll Giam LDL-C tbi wu gilp cai thién két cuc & bénh nhan PAD véi gidm manh nguy co tuyét
doi. Vai tro cua statin trén cac bién co tim mach chinh & bénh nhan PAD tuwong tw & cac
bénh nhan co bénh ly ASCVD khac.

&

Statin nén dwoc can nhac sir dung cho ca bénh nhan PAD hoéc cé nguy co’ cao mac PAD.

Horodinschi RN, Stanescu AMA, Bratu OG, Pantea Stoian A, Radavoi DG, Diaconu CC. 48
Treatment with Statins in Elderly Patients. Medicina (Kaunas). 2019;55(11):721.
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[1. TON THUONG CO’ J

Bénh co dic trwng bdi tinh trang yéu va dau
co khong rd6 nguyén nhan va muwc creatine
kinase cao gap 10 l4n gi¢i han binh
thwong.

Tiéu co van la moét héi chirng nang, voi
creatine kinase tadng cao c6 thé gap 40 lan
gi&i han binh thwdng, co thé gay tir vong.
Céc ADR xuat hién thuong xuyén hon &
nhirng ngwei I&n tudi va & nhirng bénh
nhan co6 bénh ly di kéem nhw suy gan, suy
than, bénh co tr trwdce, suy giap, dai thao
dwong, ...

Horodinschi RN, Stanescu AMA, Bratu OG, Pantea Stoian A, Radavoi DG, Diaconu CC.
Treatment with Statins in Elderly Patients. Medicina (Kaunas). 2019;55(11):721.

Statin Therapy

&

4 Cholesterol, CoQ10, Isoprenoids

=

) | Dysfunctional
g éhon drial protein degradation
dysfunction /

Cell membrane
disruption Apoptosis

/

Cell degradation

50




IIl. ADR VA HUONG XU TRI

[1. TON THUONG CO’ ]

10 Nén ngirng st dung statin ngay lap tirc néu CK cao hon 10 lan
gi¢i han trén cia mic binh thwdng hoac hon 5 lan & bénh nhan

Creatine kinase nguy kich.
3 - Néu CK tir 3 - 4 lan gidi han trén va cac triéu chirng nhe, co thé

tiép tuc liéu phap, nhwng phai kiém tra mirc CK sau vai ngay.

63 SNGLE DOSE POUCHES KDC: 602252840
SRR

—

for Oral Suspensiona USP

Khéng dungnap Ezetimibe 10 mg

) | Tablefs

Oral use

= =S8 powser

- P DBeherImne wie IV, ow pead
1 s ot o b g ety a0

72 zydus ooy

Tablets

[3«::\;: Vanilia Flavor

Horodinschi RN, Stanescu AMA, Bratu OG, Pantea Stoian A, Radavoi DG, Diaconu CC. 51

Treatment with Statins in Elderly Patients. Medicina (Kaunas). 2019;55(11):721.
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[2. TANG MEN GAN J

Vll Tang nhe AST méu gap & 0,5-2% bénh nhan s dung statin, chi yéu statin manh, liéu cao,
trong 3 thang dau.

\ll Tang AST mau khong phan anh ton thwong huy té bao thuc sw, it tien trién gay anh hudng
dén chirc nang gan — khbéng cé khuyén cao theo doéi dinh ky AST & bénh nhan st dung
statin keo dai khdng triéu chirng.

\I|| Xét nghiém AST nén dwoc tién hanh mét lan duy nhat sau 8 — 12 tuan ké tir khi bat
dau/nang liéu statin. Néu thay tén thwong gan ma khéng tim thay nguyén nhan khac, gidm
liéu hoac déi thudc.

Horodinschi RN, Stanescu AMA, Bratu OG, Pantea Stoian A, Radavoi DG, Diaconu CC.

52
Treatment with Statins in Elderly Patients. Medicina (Kaunas). 2019;55(11):721.
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[3. STATIN VA DAl THAO DUONG ]

Stati Placeb OR a Weigh H H 1 1 H .
" tatin - Placebo | (o5%cl eight (%) Statins and risk of incident diabetes:
Atorvastatin | a collaborative meta-analysis of
ASCOT-LLAY 7773 154 134 — 114 (0-89-1-46) 7-07% . . .
T 114(089-146)  707% randomised statin trials
Simvastatin
HPS? 14573 335 293 —.— 1-15(0-98-1-35) 13-91%
45 4242 198 193 —g 1-03 (0-84-1-28) 8-88%
Subtotal (I*=0-0%, p=0-445) = 1-11 (0-97-1.26) 22-80% A - R - A , ,
; Phan tich tong hop 13 nghién ctru Ion
Rosuvastatin ) ~ n ~ X o
JUPITER' 17802 270 216 - 126(104-15)  1132% trén 91140 bénh nhan cho thay statin
CORONA3 3534 100 88 S 1-14 (0-84-1.55) 4-65% o , ,
GISSI HF* B8 25 215 —— 110(089135)  950% tang 9% nguy co DTD type Il co y
Subtotal (1>=0-0%, p=0-607) <= 118 (1-04-1-33) 25-46% - x z ot
. s nghia thong ké. Nguy co tang cao hon
Pravastatin ' . -
WOSCOPS® 5974 75 93 — = 0-79 (0-58-1-10) 424% A Vi Al
LIPIDS 6997 126 138 —— 0-91(0-71-1.17) 6-53% O nhom nguJO,I cao tUOI.
PROSPER® 5023 165 127 —— 132 (1-03-1-69) 6-94%
MEGA® 6086 172 164 —il— 1-07 (0-86-1-35) B8-03%
ALLHAT-LLT* 6087 238 212 —— 1-15 (0-95-1-41) 10-23%
GISS| PREVENZIONE®® 3460 96 105 —I——5— 0-89 (0-67-1-20) 4-94%
Subtotal (*=47-5%, p=0-090) <> 103 (0-90-1-19) 40-91%
Lovastatin .
AFCAPS/TexCAPS*® 6211 72 74 — 0.98 (0.70-1-38) 3.76%
el 0-98 (0-70-1-38) 3-76%
I Overall (’=11-2%) <> 1-09 (1-02-1-17) 100%
T ' T T [
05 1-0 20 40 80

Figure: Association between different statins and development of diabetes

53
Sattar N, Preiss D, Murray HM, et al. Lancet. 2010;375(9716):735-742.
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[3. STATIN VA DAl THAO DUONG }

Statin
Chen kénh Giam hinh thanh Giam GLUT-4 Giam Adiponectin Giam kha nang

canci type L ATP gang strc

Giam nhay cam
v@i insulin

> Giam tiét insulin < <

Dai thao dwong
Type 2

Aiman U, Najmi A, Khan RA. Statin induced diabetes and its clinical 54
implications. J Pharmacol Pharmacother. 2014;5(3):181-185.
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Can xem xét cac yéu t6 nguy co dan dén dai thao dwdng nhuw: gan nhiém mé,...
Va phong tranh céac yéu t6 tién dai thao dwong: Thira can, huat thudce 14, lwdi van dong, an uong,...

KET LUAN:

- Statin c6 lién quan dén tang ty 1& dai thao dwdng maoi
xuat hién, thwong gap & nguodi cao tudi, dac biét la
phu nir.

« Statin chi lam tdng mét phan nhd nguy co mac moi
dai thdo dwong, dac biét & nhirng bénh nhan da cé
nhiéu yéu té nguy co.

« FDA cho rang loi ich dw phong va gidm bién cb tim
mach cua statin vwot xa nguy co, khéng nén ngirng
diéu trj statin & nhirng bénh nhan mac bénh dai thao
dwdng tw trwdc hoac moéi dwoc chan doan.

Horodinschi RN, Stanescu AMA, Bratu OG, Pantea Stoian A, Radavoi DG, Diaconu CC. 55
Treatment with Statins in Elderly Patients. Medicina (Kaunas). 2019;55(11):721.
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[3. STATIN VA PAlI THAO PUONG J

B Piravastacin Pitavastatin 1am gidm nguy co mac dai thao
. b oors o 0003 . dwong khéi phat so véi  atorvastatin va
o rosuvastatin.!l!

8.2

Pitavastatin liéu t& 2-4mg ha LDL-C gan 50%,
tang HDL-C hon cac nhém khac.

% Change

3.6

Néu bénh nhan gap cac ADR vé co do liéu st
: % > dung hay nguy co dai thao dwdng, Pitavastatin
fime () c6 thé dwoc can nhéc.

Figure: Percent change in high-density lipoprotein cholesterol levels over
the course of the study.

[1]. Liu WT, Lin C, Tsai MC, et al. Effects of Pitavastatin, Atorvastatin, and Rosuvastatin on the Risk
of New-Onset Diabetes Mellitus: A Single-Center Cohort Study. Biomedicines. 2020;8(11):499. 56
[2]. Sasaki J, Ikeda Y, Kuribayashi T, et al. Clin Ther. 2008;30(6):1089-1101.
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Diéu trj bang statin dwo'c khuyén céo cho nhirtng bénh nhan cao tudi mdc ASCVD twong tw nhirng
1 bénh nhan tré tudi.

2 Diéu tri bang statin dwoc khuyén cdo dé dw phong tién phat, theo mdc do rdi ro, & nguwodi Ion tudi
< 75 tuoi. Nguwdi > 75 tuodi co thé dwoc xem xeét, néu co6 nguy co cao hoac rat cao.

Dwa vao phan tang nguy co, mrc LDL ban dau, bénh ly nén va nguy co twong tac thudc dé dua
3 ra LDL-C muc tiéu phu hop.

A Statin dwoc bat dau véi lieu thap néu cé suy than dang ké. Atorvastatin dwoc wu tién & bénh
nhan CKD. Khédng khuyén cao st dung statin thwdng quy & bénh nhan suy tim.

5 Céac ADR can lwu y: Bénh co, tdng men gan va nguy co dai thao dwdng. Pitavastatin nén dwoc
can nhac & bénh nhan nguy co dai thao dudng.
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