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Elevated LDL
cholesterol O

Atherosclerosis

Liver with only 50%
functional LDL
receptors

Mutations in LDL receptor,
apolipoproteinB or PCSK9
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At least 1 in 300 people nave FH
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Why Screen for FH 7

> Serious consequences from youth
> Absent signs and symptoms in young
»>Good tests
»>Good therapy
> Cost-effective
> Responsibility




* Coronary Care
*Primary Care
* Laboratory Medicine

* Cascade Screening




Diagnosis




FH Criteria

Family history

First-degree relative with known premature coronary and/or vascular disease
(men aged <55 years, women aged <60 years) 1 TOtal
OR with known LDL-cholesterol above the 95t percentile for age and gender

score

First-degree relative with tendinous xanthomata and/or arcus cornealis

OR 2 Definite =8

Children aged <18 years with LDL-cholesterol above the 95! percentile for age and
gender

Clinical history

Patients with premature coronary artery disease (men aged <55 years, women 2
aged <60 years)

Probable §.8

Patients with premature cerebral or peripheral vascular disease (men aged <55 years, 1
women aged <60 years)

- e

Blood Test Unlikely <3

LDL-cholesterol (mmol/L) LDL-C z8.5 B
LOLC&3-84 5
LDL-C 5.0-6.4 1
LDL-C 4.0-4.5 1




Do you need to do
genetic testing 7
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Family Cascade Screening

O

Relative Prevalence A.) “ é) .
]

2nd degree 25%

3rd degree 12.5%

_O

.o

Screening principle

-- 1 FH patient - >4 new FH



Estimated % risk of developing incident ASCVD
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B S5-year risk a
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Obesity

High blood pressure
Active smoking
Lp{al=50mg /di
LOL-C 100-159 mg/di
LOL-C = 160 mgsSdl
History of ASCyYD
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Heart healthy diet
Niacin
ApoB ASO, MTPI

Liver Transplant



e Lifestyle modifications; address all risk factors

* At least 50% reduction in plasma LDL
cholesterol and then target >>



Proportion of FH patients who reach LDL-C
targets on therapy
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PCSK-9 Inhibitors



Monoclonal Manufacturing Therapeutic Final product Patients
antibody cell monoclonal
gene antibody



PCSK9 Inhibition Using Monoclonal
Antibodies

LDL receptor

LDL
particle

Recycling
of LDL-R

Endocytosis

Clathrin-
coated
vesicle

Lysosome

Hepatocyte ' Hepatocyte

LDL Degradation and Recycling of LDL-R PCSK9-Mediated Degradation of LDL-R
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Lambert G, et al. J Lipid Res. 2012;53:2515-2524.



PCSK9 mADb SC injection Q2W




RUTHERFORD-2

Mean % change in LDL-C from baseline in Heterozygous FH
Weeks 10 and 12
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-59%*

I
-61%*

Placebo Q2W (N = 54)
¥ Placebo QM (N = 55)

*P<0.0001 evolocumab treatment difference vs placebo

Raal FJ, et al. Lancet 2014; doi.org/10.1016/50140-6736(14)61399-4.

B Evolocumab 140 mg Q2W (N = 110)
B Evolocumab 420 mg QM (N = 110)
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28

Most heFH Patients Receiving Alirocumab on
Background Statin + Other LLT Achieved LDL-C Goals
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Doci ol of .
* Multidisciplinary services, integrated with
primary care:



Raising Awareness. Saving Lives.

FAMILIAL
HYPERCHOLESTEROLEMIA

FH Europe

The European FH Patient Network
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High cholesterol > 7 mmol/L
Premature CAD, LDL receptor defect
Prevalence at least 1:300

Dominant genetics:

Screen and diagnhose

Treat to LDL-C target
PCSK9 inhibition gets to target






