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Science

#  Science

High choleste.rol d?es not Evidence supporting the causality of
cause heart disease' new LDL-C in atherosclerosis

research finds, so treating
with statins a 'waste of time' Animal experimental studies

@O Q © Epidemiology
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Human genetics

Pathophysiological mechanisms
Treatment

Human experimental studies



Objective of CPG

Not to treat Dyslipidemia or number alone

To Prevent Atherosclerotic CardioVascular diseases

To Reduce Cardiovascular Risks
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AMMNVRIVIANG 1M

AL 1 a1l systemic review weas randomized
controlled clinical trials sisa well-designed RCT

AL 2 wuneiy systemic review aas controlled
clinical trial visandangrunldainnisidentspatinnldguuunig
IRuaularnaniTaaanuilssladd u cohort study, case-

control study

AL 3 wunany descriptive studies sisa controlled
clinical trial fanfiun sdelaiviunzan

9¥P11 4 YNIEDN NANFIUN IHAINANLTIUNTEAUN NG
(consensus)



Definition

Clinical Atherosclerotic CardioVascular Disease
(Clinical ASCVD) wiunais é’jﬂﬂqaﬁﬁqzﬁ“&ﬁ 138 LN acute
coronary syndrome (ACS), Ml, stable coronary artery
disease, stable/unstable angina, coronary or other
arterial revascularization, ischemic stroke, transient
ischemic attack (TIA), peripheral artery disease (PAD),
atherosclerotic aortic diseases

Subclinical ASCVD swungis E’iﬁfﬁﬂﬂﬁmmﬂm ACSVD usin
yangIuaINNIsasIanuIniniag atherosclerosis i NIy
atherosclerotic plague fivaanidaniinla vaenidanussiing e
maemEanualunifiau sie msaanudnil coronary calcium score a9
s



nau statin smudsz@ansniwlunisanszau LDL-C

High-Intensity Statin

Moderate- Intensity Statin

Low-Intensity Statin

aAT=A LDL-C NoULY
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Atorvastatin 40-80 WU.

Rosuvastatin 20 4.

Simvastatin 20-40 4.
Atorvastatin 10-20 U,
Rosuvastatin 5-10 4.
Pravastatin 40 4.
Fluvastatin 80 WM.

Pitavastatin 2-4 4.

Simvastatin 10 UN.
Pravastatin 10-20 4.
Fluvastatin 20-40 Un.

Pitavastatm 1 4.
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Primary ASCVD Prevention

High LDL-C

High LDL-C? FH

DM

CKD

Thai ASCVD Risk Score

Subclinical atherosclerosis
Secondary ASCVD Prevention

Non-Statin



Secondary Prevention
in CAD & Acute Coronary Syndrome

PROVE I

- Coronary Heart Disease (CHD) Event Rates
pe). - In Secondary Prevention and ACS Trials

y= 01629 - 4 6776
R*=09029
p < 0.0001
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Secondary Prevention : ACS
aviwauumsly high intensity statin
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mPROVE IT-TIMI 22

- Randomized, double-
blind

-N=4162; ACS <10 d

- Atorvastatin 80 mg/d,
pravastatin 40 mg/d

- Design: equivalence

m Primary endpoint:
composite CV events oy
mlDL-C No 0 3 6 9 12 15 18 21 24 27 30

_Baseline: 106 mg/dL  at Risk Months of Follow-up
Prav 2063 1688 1536 1423 810 138

- Study: 95 mg/dLvS  aAtorv 2099 1736 1591 1485 842 133

62 mg/dL B ALT >3x T: atorvastatin 3.3%,

m 3.9% adjusted risk pravastatin 1.1% (P < 0.001)
reduction of outcomes

40 mg of
pravastatin

M
o

80 mg of
atorvastatin
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B Myalgias similar, ~3%

Cannon CP et al. N Engl/ J Med 2004;350:1495-1504. Copyright 2004
Massachusetts Medical Society. All rights reserved.




Secondary Prevention : ACS
avvayumsis high intensity statin

LDL-C, CRP, and Early Clinical Benefit in
A to Z, MIRACL, and PROVE IT-TIMI 22

Results at 4 PROVE IT-
Months AtoZ MIRACL TIMI 22

LDL-C difference,

61 63 33
mg/dl
CRP difference, % 0*/17 38

Early clinical benefit No

*At 1 month, no difference in CRP

de Lemos JA et al. JAMA 2004;292:1307-1316. | Kinley S et al.
Circulation 2003;108:1560-1566. | Cannon CP et al. N Engl J
Med 2004;350:1495-1504.




Secondary Prevention : ACS
IMPROVE-IT : avivayu Low LDL-C 53.7 vs 69.5 mg/dI

Hazard ratio, 0.936 (95% Cl, 0.89-0.99)
100- An— P=0.016

Simvastatin monotherapy
90—
30—
20—
704 204 Simvastatin—ezetimibe
&
P 60— 10—
&  50-
E 40 0 | I | | | | |
5 0 1 2 3 4 5 6 7
30—
20—
10—
'D | | | | | | |
0 1 2 3 4 5 6 7
Years since Randomization
No. at Risk
Simvastatin— 067 7371 6801 6375 5839 4284 3301 1906
ezetimibe

Simvastatin 9077 7455 6799 6327 5729 4206 3284 1857



CHD Events (%)

30
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LDL-C vs CHD Events

y = 0.1629 x -4.6776
R2 = 0.9029 45-p @
p < 0.0001
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Secondary Prevention : ACS
miwayu LDL-C < 70 mg/dl

Therapeutics and Clinical Risk Management Dove

3 ORIGINAL RESEARCH
Low-density lipoprotein cholesterol of less than
70 mg/dL is associated with fewer cardiovascular
events in acute coronary syndrome patients:

a real-life cohort in Thailand

This article was published in the following Dove Press journal:
Therapeutics and Clinical Risk Management
24 April 2015

Mumber of times this article has been viewed

Table 5 Univariable and multivariable Cox proportional hazards model of LDL-C goal attainment affecting first event of composite
outcomes of nonfatal ACS, nonfatal stroke, or death (n=405)

Crude HR* P-value Adjusted HR® P-value
(95% CI) (95% CI)
LDL-C goal attainment
LDL-C =100 mg/dL 1.00 1.00
LDL-C 70-99 mg/dL 0.84 (0.44-1.62) 0.605 0.73 (0.37-1.42) 0.354

LDL-C <70 mg/dL 0.55 (0.25-1.21) 0.140 0.42 (0.18-0.95) 0.037




Secondary Prevention : ACS

filaefinndefin acute vascular events i
acute coronary syndrome sizagilae
clinical ASCVD # acute vascular
events naluscazinan 12 thaw aoglii high
intensity statin lnanvuaiiuune Wiszau
LDL-C < 70 un./sa. visa LDL-C anasanan

suusnnarlafuen atingties sanas 50



Secondary Prevention : ACS

Moderate intensity statin
e lunsainldannisanusesnls

* agnnng1 75 1
a A
* PENABAREN lUANSY
* Aewsalaymilgndensendneen

* fihuln@anscar 3b-5

o | dl o = =
yneldaNsnussgvuneszay nialussazinan 3 1hau Ag
fiarsnnngngu hon-statin 1iun ezetimibe vise

cholestyramine
[Auugtingzsiu ++ Arunwasanangusyay 1]



Secondary Prevention : Stable CAD / ASCVD

Treating to New Targets (TNT): Primary
Efficacy Outcome Measure

First Major Cardiovascular Event*

0.15
HR = 0.78 (95% CI 0.69, 0.89)

P=0.0002

Atorvastatin 10 mg Relative

_ ' Risk
Atorvastatin 80 mg Reduction
= 22%
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LDL 101 vs 77 mg/dlI

2 3 4 5 6
Time (years)

* Coronary heart disease death, nonfatal non-procedure-related myocardial infarction,
resuscitated cardiac arrest, fatal or nonfatal stroke

LaRosa et al. N Eng/ J Med 2005;352:1425-1435.




IMPROVE-IT : Lower is better

Event Rate (%)

No. at Risk

Simvastatin—
ezetimibe

Simvastatin

53 vs 70 mg/dI

Hazard ratio, 0.936 (95% Cl, 0.89-0.99)

100- An— P=0.016
Simwvastatin monotherapy
00—
30—
80—
704 204 Simvastatin—ezetimibe
60— 10—
50—
40— 0 | | I I | I |
0 1 2 3 4 5 6 7
30—
20—
10-
0 | | I | | I 1
0 1 2 3 4 5 6 7
Years since Randomization
9067 7371 6801 6375 5839 4284 3301 1906
9077 7455 6799 6327 5729 4206 3284 1857



Secondary Prevention : Stable CAD / ASCVD

Population-based observational cohort study from
2009 - 2013 using data from a health care organization in Israel

0.4+

HR
e . DS
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Log(HR) MACE

-0.1+ =

-0.2 1

-0.3 T T T - T T T . 1
0 20 40 60 80 100 120 140
Achieved LDL-C Level, mg/dL

Vertical dotted lines separate index LDL-C groups (low, =70.0 mg/dL; moderate,
70.1-100.0 mg/dL; high, 100.1-130.0 mg/dL). HR indicates hazard ratio.

JAMA Intern Med. Published online June 20, 2016




Secondary Prevention : Stable CAD / ASCVD

filaa clinical ASCVD #i vascular events a5
agauIundszazioan 12 hau iy dile stable CAD
A2t moderate visa high intensity statin ine
Auustthuangliszauy LDL-C < 70 un./na. visa
LDL-C anasannAsuusn agnstas 5asas 50 lungdl

nai : DM, CKD, ACS while on statin, LDL-
C>190 un./oa.

o ludilassunsnana In target LDL-C < 100 un./na.

[Auuziiszan ++ aunnwaasuangiussau 2]



Secondary Prevention : Stable CAD / ASCVD

Hilnelsnanesnndenitesuasnnidendansod
llEiAnannaniaanansilauasilsysu LDL-C >
100 un/aa. A3 lAsUNT9snEAqe high
intensity statin [Awuztinszau ++ Aunan
109AngusEAL 2] Auiufthanguinanaiia
seau LDL-C <100 un./na. drazlinigdnusas

moderate to high intensity statin
[Auuztiszan + Aruninaeanangusesu 3]



SPARCL Trial

LDL 100-190 (132) mg/dl Atorvastatin 8o mg vs Placebo

A B
16+ Placebo 16+
73 ) HR, 0.57 (95% CI, 0.35-0.95); P=0.03
a I
= 12+ / . 124
£ — £
b " Atorvastatin
= - =
= 7 r £
15 = — = '.ﬁ
E /_,- E Atorvastatin
o
& 4] 7 . 4
¥ | HR, 0.34 (35% CI, 0.71-0.99); P=0.03
£ .——d"—.—k—__plaibi__’—’—)_
L —
a T T T T T 1 o T T T T T 1
Q 1 2 3 4 5 41 o 1 2 3 4 5 =1
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Atorvastatin@ 2365 2208 2106 2031 1935 922 126 Atorvastatin @ 2363 2287 2229 2176 2122 1034 143
Placebo 2366 2213 2115 2010 1926 BET 137 Placebo 2366 2298 2254 2192 2140 1016 167
C D
16+ 25+
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Placebo E -
B 1 ry =
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HR, .87 (95% Cl, 0.73-1.03); P=0.11 & HR, 077 [35% CI, 0.67-0.88); P<0.001
Qo T T T T T 1 0 T T T T T 1
[} 1 2 3 4 5 6 o 1 Fi 3 4 5 6
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Atorvastatin 2365 2208 2106 2031 15935 922 1726 Atorvastatin 2365 2148 2023 1933 1837 871 119

Placebo 2366 2213 2115 2010 1926 887 137 Placebo 2366 2132 1958 1871 1780 203 126




SPARCL Trial

PRIMARY END POINT

All atorvastatin patients
=50% decrease of C-LDL
<50% decrease of C-LDL

=65 years
With CS
Without CS

Small vessel disease*

Large vessel*

TIA*

Hemorrhagic*

——

——
-

<65 years ——
— ¢
*
-
——
L 4
L 4
$

Unknown stroke type*

| |

0.25 0.5 1

Hazard ratio (95% Cl)



Subclinical Atherosclerosis

subclinical atherosclerosis, coronary calcium score > 300
Agatston units, ankle-brachial index < 0.9, fidsziRlsnnaaniaaniiala

lunsauasiewisuns vielinssniauesss (1w psoriasis, rheumatoid
arthritis, HIV infection) Tafendeamant enatiungaesadulalunisly low
to moderate |nten5|ty statin 1ummvmu LDL-C < 190 wun. /n3. il
v Taesnsuamana? LDL-C < 130 un/mg. videanasannanEuusniasu
1A5uenatstingfatas 30

[Awuziiiseau + apunnaaswangiuszeau 4]



Statin for Primary Prevention

Figure. Summary of Relative Risks and Numbers Needed to Treat for 5 Years for Outcomes in Primary Prevention Trials of Statins

Statin Placebo/Control
Trials,  Events, Total No. Events, Total No. Relative Risk

Qutcome No. No. of Participants No. of Participants (95% CI)

All-cause mortality 13 1077 24408 1223 23652 0.86 (0.79-0.94)
Total CVD events 9 1103 11392 1444 11913 0.75(0.70-0.81)
Total CHD events 14 820 24217 1114 23832 0.73(0.67-0.80)
Total stroke events 10 345 20302 442 19993 0.78 (0.68-0.89)
Revascularization 7 286 21166 461 21237 0.62 (0.54-0.72)
Any adverse event® 12 5748 20718 5090 19998 1.00(0.97-1.03)
Type 2 diabetes 2 342 12205 290 12202 1.18(1.01-1.39)

Favors : Favors

No. Needed to
Treat for 5 Years

Statins ; Control (95% Cl)
- 138 (92-321)
- 49 (40-66)
—- 88 (72-119)
- 155 (106-309)
—a— 96 (78-129)
-l Not applicable
— - 99 (46-1778)
. — .
1.0 2.0

Relative Risk (95% CI)

CVD indicates cardiovascular disease; CHD, coronary heart disease.
2 Adverse events included cancer, myalgia and rhabdomyolysis, arthritis, and increased liver enzyme.

JAMA December 11, 2013



n1sasa LDL amnq 1 mmol/L 1auszlaud
lidnazaglungu moderate risk fana

S-year MVE Events (% perannum) RR (Cl) per 1.0 mmol/L reduction Trend test
risk at in LDL cholesterol
baseline

Statin/more Controlfless

Participants without vascular disease i
<5% 148 (0-35) 229 (0-53) 4—=—— 0-61 (0-45-0-81)
=5% to <10% 487 (1-02) 716 (1.53) + 0-66 (0-57-0-77)
=10%to <20%  854(2:52) 1003 (2.98) —-— 0-82(072-0-93) ¥*=9-10
=20% to <30% 294 (4-40) 351 (5-28) : = 0-81(0-65-1.01) (p=0-003)
>30% 121 (7-29) 126 (8-16) - 0-83 (0-58-1-18)
Subtotal 1904 (1-44) 2425 (1-84) n:il‘» 0.75 (0-70-0.80)
! p<0-0001

—l— 99% limits <|> 95% limits D-IS{?I {}.%5 1 1.::_-5 1.|5[}

Statin/more better Controlf/less better

Figure 2: Effects on major vascular events per 1-0 mmol/L reduction in LDL cholesterol at different levels of

risk, by history of vascular disease
MV E=majorvascular event. RR=rate ratio. Cl=confidence interval.

CTT Lancet May 2012



Primary Prevention
non-DM & non-CKD

21 I3l Tasluiuvinau visa lealagass

LDL-C > 190 mg/dli
Moderate intensity statin or LDL-C reduction > 50%

Target LDL-C < 130 mg/dlI

If not reach target in 6 months then High intensity statin

[Auuziiszau ++ aunwaasuangiussau 1]



Primary Prevention
non-DM & non-CKD

Familial Hypercholesterolemia

Target LDL-C < 100 mg/dl
High intensity statin or LDL-C reduction > 50%

If not reach target in 6 months then add non-statin
(ezetimibe or cholestyramine)

[Auuziiszan ++ aunwaasuangiussau 1]



Primary Prevention
non-DM & non-CKD

Tadluiununu visa laalaigass

LDL-C < 190 mg/dl + 10-yr Thai ASCVD risk > 10 %

Low to Moderate intensity statin or LDL-C reduction >
30%

Target LDL-C < 130 mg/dIi

[Awuziiszan + aunnwaasuangiuszau 4]



Thai ASCVD Risk Score

http://med.mahidol.ac.th/cvmc/thaicv/ |-

Thai CV risk score QRCOde-pro.cgm E
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Thai ASCVD Risk Score

eeeec AIS T 10:28 < § 67% HHl » eeeec AIS T 10:28
<X Thai CV risk score LERIRa <X Thai CV risk score

LW F LW F TR 78
Juyvses Juyvises Taila
Wuunvinu Wuunvinnu
ANAINAUAILU 120 = ANAIHNAUAILU 120 =
Fasavanilu §ia 30 = Fasauanilu §ia
drugailu an 160 = drugailu an

Taadaiaasaasiy
Taaatmasaalan (LDL)

Tawasmasaad (HDL)

Application

Taaaiaasaasiy 200
Talaaimasaalan (LDL) 130

Tawasmasaaf (HDL) 45

RiS k Score

% 67% Ml ) eseee A|S T 10:29 7 % 67% )

i
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ORIGINAL ARTICLE

Cholesterol Lowering in Intermediate-Risk
Persons without Cardiovascular Disease

LDL Cholesterol (mg/dl)

MNo. at Risk
Placebo

Rosuvastatin

130 _H+ Placebo
120 + E':‘:
110+ §.
@
=
100 7
2
90 g
Rosuvastatin =
80— &
<
//
01— T T
0 1 3 5.6
(end of
Year trial)
495 495 495 495
480 480 480 480

1.1

Placebo

Rosuvastatin

508 508
488 438

T
3 5.6

(end of
Year trial)
508 508
488 488

Log-transformed C-reactive Protein

(mg/liter)

0.8+

Placebo

Rosuvastatin

0.3+
//
0.0+ | | | | 1
0 1 3 5.6
(end of
Year trial)
507 507 507 507
483 483 483 483



A Second Coprimary Outcome

1.0+

0.8

0.6

0.4

Cumubative Hazard Rate

0.2

0.0+

Mo. at Risk
Placebo 2118
Rosuvastatin 2117

0,10+

0.0E—

00—

00—

002

2083
2091

Hazard ratio, 075 (%5% Cl, 0.64-0.88)
P=0.001

Placebo
Flana

Rosuvastatin

Fd 3 4 5 & i
Year

2055 2018 1987 1638 674 164

2068 2034 1999 1662 £94 165

B Stroke
104 00204 Harard ratio, 0.70 (35% CI, 0.52-0.95)
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B oz (L0154
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2 (L0055
o
o 4
E 0.000 T T T T T T T
o 0 1 2 3 4 5 6 7
0.2+
o0 T T { F‘*‘#
0 1 2 3 4 5 6 7
Year
Mo, at Risk
Placebo 6344 6275 6210 6126 6010 5013 2094 505
Rosuvastatin 6361 6308 6259 6176 6069 5074 2132 534

C Myocardial Infarction

1.0 @025+ Hazard ratio, 0065 (35% CI, 0.44-0.34)
P=0.02
o 0.020+
F o0s
“E 0,015+
m —
T 964 00104
1]
-.E 0.005-
—3 04—
E 0.000-
3
i 0
0.2
0.0 | | | | I I -F
0 1 2 3 4 5 B 7
Year
Mo. at Risk
Placebo 6344 BZFE  BZ15 6132 6019 5024 P01 S04
Rosuvastatin 6361 6306 6257 6177 G067 5075 2135 534

D Coronary Revascularization

1.0- 0.0259 Harzard ratio, 0.63 (35%: CI, 0.44-0.51)
pP=0.01
% 0020+ Flacebo
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- 0015
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o
= 04
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i 0 1 2 3 4 5 b )
0.2+
0.0 f i T T T p———
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Mo. at Risk
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Rosuvastatin 6361 &30% &259 6174 6063 5069 2125 530




Primary Prevention : DM

40 Al Sluiunvnanu

Target < 100 mg/dl or LDL-C reduction 30 % =niiu
fndl LDL-C > 190 mg/dl 1vian LDL-C > 50%

Moderate intensity statin

[Auuziiszan ++ aunwaasuangiussau 1]



Primary Prevention : DM

< 40 3 Juwannanu $auny tadadasau > 2 48
dsulfsungingsndin 3-6 thau

wn LDL-C >100 mg/dlI

Target < 100 mg/dlI

Low to Moderate intensity statin

[Auuziiszau + animwaasuangiuszoau 4]



Primary Prevention : DM

< 40 1 Fuinunanu lifitdaded@es
dsulfsungingsndin 3-6 thau
wn LDL-C >100 mg/dlI

Target < 100 mg/dlI

Low to Moderate intensity statin

[Auuziinszau +/- aunwassnangiussau 4]



Primary Prevention
DM : Non-HDL-C

Target non-HDL-C < 130 mg/dl in primary
prevention

Target non-HDL-C < 100 mg/dl in secondary
prevention

Max dose statin

Add Fibrate later
[Awuziiszan + aunnwaasuangiuszay 3]



Primary Prevention : CKD
Age > 50 yr + e GFR < 60 ml/min/1.73 sq m (CKD 3-5)
Not on dialysis
LDL-C > 100 mg/dlI
Target LDL-C < 100 mg/dl or LDL-C reduction 30%

Low to moderate intensity statin or Statin+Ezetmibe

[Awuziiszan + aunnwaasuangiussau 1]



Primary Prevention : CKD

ArsseRimsziansldenanluiu high intensity statin (anisvineuaadls
anad (lsalnisaseszazd 3b-5) Miimaidanldainennga statin wu 1
wnndRansanandayaiiasiuanulaansauasenngu statin Tugilelsaln
Fa%



Non-Statin : Fibrate

* Prevention of pancreatitis not for ASCVD risk reduction
In patient with TG > 500 mg/dl (> 1000 mg/dl in CKD)

e ASCVD or high risk eg DM :
TG > 200 mg/dl + HDL-C < 35 mg/dlI

* No gemfibrozil + statin

e Dose of fibrate : e GFR



Non-Statin ;: Ezetimibe

* No Ezetimibe alone sniiuinlsignnsald statin laasa g

e Statin + Ezetimibe
Not reach LDL-C target with high intensity statin

Statin intolerance

CKD stage 4-5



Non-Statin : Fish Oil (EPA/DHA)

lsianszau LDL-C uaz a1aaziiin LDL-C
an 1G 20-50 %

Omega-3 fatty acid + statin a1aladsslagu winlsi
EPA/DHA aunge 1 nfusadu lugdile post-MI (Auwuziiszau
+/- anumwuanguszau 2)

Iduun > 2 nFusady ivaan TG lunsdint TG > 500 mg/dl Lug
Aligansadulsennu fibrate 16 (Auuziiszau + aunn
uanguseal 2)



Clinical ASCVD

ACS Non-ACS
4 ¥

¥ 3

High intensity statin

Target LDL-C< 70

Stable CAD Ischemic Stroke/TIA

not reach LDL-C Mod/High intensity statin
target Target LDL-C < 70 in high LDL-C > 100 | | LDL-C < 100
in 3 months risk (DM CKD LDC-C>190, ‘ “
add Ezetimibe ACS while on statin) .
If not Target LDL-C < 100 High Mod to
++ 1 intensity High
2 statin |nten§|ty
++ 2 4 3| statin




Primary Prevention : No DM / No CKD

Subclinical
atherosclerosis

LDL > 190 FH LDL-C < 190
Thai ASCVD
\ 4 \ 4 Risk Score > 10%
Mod intensity statin High ‘
Target LDL-C< 130 intensity
statin Low or Mod
$ Target LDL < intensity
100 statin
not reach LDL-C target Target LDL <
in 6 months 130
High intensity statin ‘
++ 1 not reach + 4
LDL-C target
in 6 months

++ 1

add Ezetimibe

¥

Low or Mod
intensity
statin

Target LDL <
130




Primary Prevention : DM, CKD (3-5)

> 40 yrs

\ 4

Mod intensity statin
Target LDL-C < 100

‘ ++ 1

not reach
LDL-C target
Max dose, high
Intensity Statin
and/or add ezetimibe

>50yrs
eGFR<60

Not on dialysis
LDL-C > 100

¥

++ 1

<40yrs <40 vyrs
2 RFs 0 RFs
After therapeutic lifestyle change
LDL-C > 100
Low to Mod Low to Mod
intensity intensity
statin statin
Target LDL < Target LDL <
100 100
+ 4 +/- 4

Low or Mod
intensity statin
or

Statin+Ezetimibe
Target LDL < 100

+ 1




Conclusions

 Total Cardiovascular Risk

* Treat to lower CV risk not LDL-C number
only

e LDL-C:The Lower is even better
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Very high-risk Subjects with any of the following:

* Documented cardiovascular disease (CVD),
clinical or unequivocal on imaging. Documented
CVD includes previous myocardial infarction
(MI), acute coronary syndrome (ACS),
coronary revascularisation (percutaneous
coronary intervention (PCI), coronary artery
bypass graft surgery (CABG)) and other arterial
revascularization procedures, stroke and
transient ischaemic attack (TIA),and peripheral
arterial disease (PAD). Unequivocally
documented CVD on imaging is what has been
shown to be strongly predisposed to clinical
events, such as significant plaque on coronary
angiography or carotid ultrasound.

« DM with target organ damage such as
proteinuria or with a major risk factor such
as smoking, hypertension or dyslipidaemia.

« Severe CKD (GFR <30 mL/min/1.73 m?).

* A calculated SCORE =10% for 10-year risk of
fatal CVD.
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Subjects with:

« Markedly elevated single risk factors, in
particular cholesterol >8 mmol/L (>3]0 mg/dL)
(e.g.in familial hypercholesterolaemia) or
BP >180/1 10 mmHg.

+ Most other people with DM (some young
people with type | diabetes may be at low or
moderate risk).

* Moderate CKD (GFR 30-59 mL/min/1.73 m?).

* A calculated SCORE =5% and <10% for |0-year
risk of fatal CVD.

Moderate-risk | SCORE is =1% and <5% for |0-year risk of fatal
CVD.
Low-risk SCORE <|% for 10-year risk of fatal CVD.
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Table 5 Intervention strategies as a function of total cardiovascular risk and low-density lipoprotein cholesterol level

Total CV risk LDL-C levels

(SCORE)
%

<70 mg/dL

<|.8 mmol/L

70 to <100 mg/dL
1.8 to <2.6 mmol/L

100 to <155 mg/dL
2.6 to <4.0 mmol/L

155 to <190 mg/dL
4.0 to <4.9 mmol/L

=190 mg/dL

=4.9 mmol/L

Lifestyle intervention,
consider drug if
uncontrolled

<|

Class?® /Level® c lla/A,

Lifestyle intervention, | Lifestyle intervention, | Lifestyle intervention,
consider drug if consider drug if consider drug if
uncontrolled uncontrolled uncontrolled

=] to <5

Class?/Level® lla/A [ETEN

(WY N TR M Lifestyle intervention  Lifestyle intervention  Lifestyle intervention

=5 to <10, . .
or high-risk consider drug if and concomitant drug and concomitant drug and concomitant drug
= uncontrolled intervention intervention intervention
Class®/Level® la/A la/A lla/A 1A
. Lifestyle intervention  Lifestyle intervention Lifestyle intervention Lifestyle intervention
=
;;0 OI:i h-risk Lifest]rle.;nte;\rentlon, and concomitant drug and concomitant drug and concomitant drug and concomitant drug
yhie consider drug intervention intervention intervention intervention
Class?®/Level® lla/A
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Table Il Recommendations for treatment goals for
low-density lipoprotein-cholesterol

Recommendations

In patients at VERY HIGH CV risk?,
an LDL-C goal of <1.8 mmol/L

(70 mg/dL) or a reduction of at
least 50% if the baseline LDL-C® is
between 1.8 and 3.5 mmol/L

(70 and 135 mg/dL) is
recommended.

In patients at HIGH CV risk?, an
LDL-C goal of <2.6 mmol/L

(100 mg/dL), or a reduction of at
least 50% if the baseline LDL-C® is
between 2.6 and 5.2 mmol/L

(100 and 200 mg/dL) is
recommended.

In subjects at LOW or MODERATE
risk® an LDL-C goal of <3.0 mmol/L
(<I15 mg/dL) should be considered.




