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RISK ASSESSMENT AND
TREATMENT TARGET & GOAL
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Guidelines

ATP Il updates  ESC/EAS ACC/AHA O|4XEBS
2004 2011 2013 2015
Risk assessment  Framingham SCORE ASCVD Risk factors
for primary risk model model model
prevention
Targets LDL, LDL, LDL LDL,
(primary and
secondary) MNon-HDL MNon-HDL, Non-HDL
ApoB
Goals LDL < 70 LDL < 70 or LDL 50% } LDL < 70
50% |
SNUH®
2011 ESC/EAS guideline
Goals
LDL-C Secondary target (lla)
(mg/dl)  wonHDL-C  ApeB
(mg/dL) (ma/dL)
Very High-risk gatiems
* Documented CVD by invasive or non-invasive testing, previous <70
M1, ACS, coronary revascularization (PCl or CABG) and other o
arterial revascularization procedures, ischemic stroke, PAD.
= Patients with , patients with type 1 diabetes 250&? <100 <80
with target organ damage (such as microalbuminuria). reduction
= Patients with moderate to severe CKD [glomerular filtration m[mr‘
rate (GFR) ,60 mL/min/1.73 m2). gt
» A calculated 10 year risk SCORE 210%. v
High-risk patients
sMarkedly elevated single risk factors such as familial <100 <130 <100

dyslipidemia and severe hypertension.
= A calculated SCORE 25% and ,10% for 10 year risk of fatal CVD,

* For subjects at moderate risk, an LDL-C target of <3 mmol/L (less than <115 mg/dL)

should be considered.

Eurcpean Heart Journal (2011) 32, 1768-1818
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2011 ESC/EAS guideline

Intervention strategies st  function of tecal € rik and LOL level.

Total €V risk LOL-C lavali
{2.]
'!’m <70 mygfdl T to <100 mg/dl | 100 to <155 mg/dL | 155 to <190 mp/dl =190 mg/dl.
<1.8 mmel/L 18 to <15 mmel/L | L5 to <4.0 mmel/L | 4.0 to <4.9 mmol/L >4.9 mmol/L
<1 o lpid imsarvention
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European Heart Jourmal (2011) 32, 1768-1818
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2013 ACC/AHA Guideline

4 Statin Benefit Groups

+ Clinical ASCVD*

+ LDL-C 2190 mg/dL, Age 221 years

+ Primary prevention — Diabetes: Age 40-75 years, LDL-C
70-189 mg/dL

+ Primary prevention - No Diabetest: 27.5%% 10-year
ASCVD risk, Age 40-75 years, LDL-C 70-189 mg/dL

*Atherosclerotic cardiovascular disease

tRequires risk discussion between clinician and patient before statin initiation
#Statin therapy may be considered if risk decision is uncertain after use of ASCVD
risk calculator

g (—'pm:r."
2013 ACC/AHA Guideline

Individuals Not in a Statin Benefit Group

* In those for whom a risk decision is uncertain, these fac
tors may inform clinical decision making:
+ Family history of premature ASCVD
« Elevated lifetime risk of ASCVD
+ LDL-C 2160 mg/dL
* hs-CRP 22.0 mg/L
* CAC score 2300 Agaston units
« ABI<0.9

« Statin use still requires discussion between clinician an
d patient

Hefping Camiormcwles Prufraimnal
Lo, Adwauce, fHoal Heart
£TTH, i,

Prescribe statin up to the
highest recommended dose,
or highest tolerable dose to
reach the target level

15, 16,17

In the case of stagin
Intolerance, bile acid
sequestrants or nicotinic acid
should be considered.

A cholesterol absorption
inhibitor, alone or in
«combination with bile acid S
sequestrants or nicotinic acid, i
may also be considered in the
«case of statin intolerance.

108, 120

If rarget level is not reached,
statin combination with

1 cholesterol absorption
inhibitor or bile acd
sequestrant or nicotinic acid
may be considered.

Atherosclerosis 2175 (2011) S1-544

2013 ACC/AHA Guideline
Primary Prevention Global Risk Assessment

+ To estimate 10-year ASCVD" risk
+ New Pooled Cohort Risk Equations (ASCVD
Risk Estimator)
+ age, sex, race, SBP, DBP, DM, TC, HDL-C,
HT-treatment, smoking

8 Helping Cardiontscioler Professioncls
9 Lewrn, Advasce, Heal.

Summary of Statin Initiation Recommendations to Re
duce ASCVD Risk (Revised Figure)

[Hurl-huhw Westyl habis aro thefoundtion af ASCVD p}unmhllJ

(See 2013 AHAACC Lifestyle Management

Definitions of High- and Moderate-
Intansity Statin Therapy"
(See Table 5)

Estimated 10-y ASCVD risk 27.5%1
V“
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Summary of Statin Initiation Recommendations to Re
duce ASCVD Risk (Revised Figure)

1

& dockson ks uncloar, consider primary LEL-C 180 maidL family histary of premature
ASCVD

ABI, o ha-CRP 22 mgL§

Statin-Treated Individuals

Nonstatin Therapy Considerations

* Use the maximum tolerated intensity of statin
+ Consider addition of a nonstatin cholesterol-
lowering drug(s)
« |f a less-than-anticipated therapeutic response
persists
» Only if ASCVD risk-reduction benefits outweigh the
potential for adverse effects in higher-risk persons:
+  Clinical ASCVD <75 years of age
+ Baseline LDL-C 2180 mg/dL
+ Diabetes mellitus 40 to 75 years of age
« Nonstatin cholesterol-lowering drugs shown to
reduce ASCVD events in RCTs are preferred

American
6 Heart
Association.

Helping Cardhoesewler Profeuienal
Learu, Advance, Feal

Intensity of Statin Therapy

Table 5 High- Moderate- and Low-Intensity Statin Therapy (Used in the RCTs reviewed by the
Expert Panel)*

High-Intensity Statin Therapy | Moderate-Intensity Statin Therapy [ Low-Intensity Statin Therapy |

Daily dose lowers LDL-C on

Thaily dose Jowers LDL-C on

| Daily dose lowers LDL-C on |
average, by approximately -50% | average, by approximately 30% to average. by <30% ‘
0% |
Atorvastatin (407)-50 mg Atorvastatin 10 120) mg Simvastatin 10 mg
Rosuvastatin 20 {40 mg Rosuvastatin {5) 10 mg Pravastatin 10-20 mg
Simvastatin 20-40 mg} Lovastatin 20 mg

Pravastatin 40 (50) mg
Lovastatin 40 mg
Flwvastatin XL 80 mg
Fluvastatin 40 mg bid
Piravastatin 2-4 mg

Fluvastatin 2040 mg
Pitavastatn | mg

“Individual responses to statin therapy varied in the RCTs and should be expected to vary in clinical practice.
There might be a biologic basis for a less-than-average response,

‘tEvidence from 1 RCT only: down-titration if unable to tolerate atorvastatin 80 mg in IDEAL (Pedersen et al).
$Although simvastatin 80 mg was evaluated in RCTs, initiation of simvastatin 80 mg or titration to 80 mg is no

t recommended by the FDA due fo the i rigk of myopathy, incleding ryoly
Amarican
Heart
Association.

Helping Candiovscwler Professtonals
Lewru, Advance, Heal
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Non-LDL target
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MONITORING AND
MANAGEMENT OF ADVERSE
REACTION

NEW LIPID LOWERING
AGENTS

CASE SERIES

Monitoring

® Adherence

@ Lipid profile

® Liver enzyme: X3 ULN

® CK: x5 ULN

® Muscle symptom: mild-moderate vs. severe

® 4-12week interval

SNUH®

Mipomersen

® antisense oligonucleotide inhibitor that targets
apolipoprotein B-100

® an adjunct to maximally tolerated lipid-lowering
medications and diet for the treatment of
patients with homozygous FH

® variability in LDL lowering, worries about
malignancies, immune-mediated reactions, and
hepatic abnormalities

SNUH®
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Lomitapide

@ microsomal triglyceride transfer protein (MTP)
inhibitor

® an adjunct to a low-fat diet and other lipid-

lowering treatments in patients with homozygous
FH

® risk of hepatotoxicity

SNUH®

A, Very-low-density lipop (VLDL)

the loading of trigly (TG) onto
B (apoB) by mi I de transfer protein (MTP).

mipomersen
Daniel J. Rader, and John J 7. Kastelein Circulation,
- 417910221032
Amarican
” Heart
Aociation. .

PCS K9 inhibitors

@ Alirocumab, Evolocumab...
— Proprotein convertase subtilisin/kexin type 9 (PCSK9):
recently discovered target (2003)
— PCS K9: bind to LDL receptor and modulate LDL
receptor cycle

LOL partichy O PCSHD

Yy — Y.

iat e Carsst, 11, 563-675 £084) SN UH g
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‘ Clinical trials of PCS K9 inhibitors
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