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AvarrAnpwtng Kanyntng TTaBoAoyiac
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TTPOZOXH ZTIZ ZYNOHKEZ TIPOZATIOPIZMOY
TON AITTTIAAIMIKON TTAPAMETPON
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ARCH INTERN MED 2012;172:1707




METABOAEZ AINIAAIMIKQN NMAPAMETPQN:

FASTING vs NON FASTING

ATRG +26mg/dI

ATCHOL -8mg/dl

A LDL CHOL -8mg/dI

A REMNANT CHOLESTEROL +8mg/dI

A non HDL CHOL -8mg/dlI




Table 4 When to use non-fasting and fasting blood
sampling to assess the plasma lipid profile

[Nc::r‘u—fastiﬂg

Fasting

Patients for lipid profile testing

In Mmost patients, including:

Initial lipid profile testing in any patient

For cardiovascular risk assessment

Patients admitted with acute coronary syndrome®
In children

If preferred by the patient

In diabetic patients® (due to hypoglycaemic risk)
In the elderly

Patients on stable drug therapy

Can sometimes be required if:

e MNon-fasting triglycerides =5 mmol/L (440 mg/dL)
Known hypertriglyceridaemia followed in lipid clinic
Recovering from hypertriglyceridaemic pancreatitis
Starting medications that cause severe
hypertriglyceridaemia
Additional laboratory tests are requested that
require fasting® or morning samples (e.g. fasting
glucose®, therapeutic drug monitoring)




Table | Key recommendations

#Fasting is not required routinely for assessing the plasma lipid profile

When non-fasting plasma triglyceride concentration >5 mmol/L
(440 mg/dL), consideration should be given to repeating the lipid
profile in the fasting state

Laboratory reports should flag abnormal values based on desirable
concentration cut-points

Life-threatening or extremely high concentrations should trigger an
immediate referral to a lipid clinic or to a physician with special
interest in lipids




Table 7 Definition of hypertriglyceridaemia by
European Atherosclerosis Society consensus

state mtent‘14

Severe hypertriglyceridaemia >10 mmol/L >880 mg/dL

Mild-to-moderate 2-10mmol/L  180-880 mg/dL
hypertriglyceridaemia




Separate referral to
lipid specialist at

Life-threatening

concentrations
Triglycerides >10 mmol/L Pancreatitis
>880 mg/dL®  risk?
LDL cholesterol =8 mmol/Lal HOFH?
>500 mg/dL
LDL cholesterol >5 mmol/L
P
~190 mg/dL® e
LDL cholesterol in children >4 mmol/L HeFH?

>155 mg/dL*®

Nordestgaard et al. EAS EFLM joint Consensus Panel. Eur Heart J 2016; online April 26



LIFE — THREATENING EXTREMELY ABNORMAL LIPID CONCENTRATIONS — WHAT TO DO?:

NMAPAMOMIMH ZE ENA EZEIAIKEYMENO KENTPO

>880mg/dl

XYAOMIKPONAIMIA — KINAYNOZ O=EIAz NATKPEATITIAAZ

LDL CHOL

>190mg/dl
>155mg/dl
(ZE MAIAIA)

METAAH NIOGANOTHTA ETEPOZYIHz OIKOTENOY2
YNEPXOAHZTEPOAAIMIAZ

LDL CHOL

>500mg/dl

OMOZYTH OIKOIFENHz YNEPXOAHZTEPOAAIMIA

Lp(a)

>150mg/dl

MOAY YWHAOZ KAPAIAITEIAKOZ KINAYNOZ (OEM/ZTENQZH
AOPTIKHZ BAABIAAY)




Auvohmidaipisg

>TTpwToTad®ONC
> AeuTepoTdOnC




NAOOZ

Aiayvwon kail Oepareia duoAimidaipia
TPIV TOV dTTOKAEIOHO

TWv deuTepoaOwy duoAITIdaIHiwy




O1 deutepomtaOeic duoAiTmidaipieg

* Mmopei va odnyhoouv atn d1dyvwaon TG UTTOKEIHEVNG
TTpwTOoTTadOou¢ diatdpaxhc

* 2TIC TIEPIOOOTEPEC TIEPITITWOEIC N AVTIHETWTION TNC
UTToKEipevng O1atapaxng odnyei oth 016pOwaon Twyv
diarapaxwy Tou petapoAiopov Twyv AiTtidiwy

* ATTOPUYA TTAPEVEPYEIWY ATIO Th XopAynoh UTtoAITTIOaIHIKWY
PAPHAKWY

* ATtoTeAoUV avayvwpiolgoug TtapdyovTteg emidcivwong
avOeKTIKOTNTAC 0Th Bepameia piac RON YVWOTAC
duoAiTtidaipiac




KATHIOPIEZ AYZAINIAAIMIQN

1.2 Acuteponadeic SuocAutidatuisc

Y& a00eveig pe MAOOAOYIKEG TLUEC TWV AUTTLOALLLKWY TIOPOUETPWV TIPETEL VAL artokAeloBoUv oL deutepomabeig
SuoAutbatpieg, SnAadn ot dtatapaxeg Tou petaBoAlopol Twv Autidiwy mou odeilovtal oe Al a
voonpata f ¢appaka:

Yakyxapwdng dtafntng

YroBupeoeldLopnog

XoAootaon

Xpovia vedpikn voooc-Neppwolkd cuvdpopo

MNoxvoapkia

Katdaxpnon owvomveuotog

Qappaka mou npokaAouv SucAutdatuia
ol. TIPOYEOTEPLVOELSN OT. QVTLPETPOIKA dpapuaKa
B. avafoAika otepoeldn . wtepdepovn-a
Y. KOPTIKOOTEPOELSN) N. PETIVOELSN
6. Bs1altdika Sovpntikad o€ VP NAEC SOOELG 0. owotpoyova-tapolidpaivn
€. KAaoLKoL B-aImOKAELOTEG L. KUKAooTtopivn-everolimus-tacrolimus

S L R

Hellenic Journal of Atherosclerosis 2014;5(3): 151-163



AITIA AEYTEPOTTAOOYX AYZAITIIAAIMIAZ

2 akxapwdnc diapATng: M TRG, ¥ HDL-C

Xpovia veppikA averdpKela: AN TRG,W HDL-C

Neppwaoiko ouvdpopo: AMTCHOL ,M\LDL-C, ATRG

YmnoBOupeoeidiopoc: A TCHOL AA LDL-C, AN TRG

TMpwtonaOnc xoAikn Kippwon: AN TCHOL

$apuaka




EAPMAKA TTOY AY=ANOYN TA ETTITTEAA THZ LDL-CHOL

v AioupnTika

v KukAoomopivn
v Agiodapovn

v/ AVTIpETPOIKA PpapHaka




PAPMAKA TTIOY AY=ANOYN
TA TPITAYKEPIAIA

> IvTeppepovn
> Pnrivoeidn

> Qio0Tpoyova
> Tapo&ipaivn

> B-amwoKAEIOTEC




2UVLIOTWHEVEC EPYAOTNPLOKEC EEETACELC VLA TN SLAYVWGON TWV
oc0evwyv pe SuoAutidalpia

Awayvwon: OAwkn xoAnotepoAn, tpyAukepidia, HDL

XOANOTEPOAN, urtoAoylopoc LDL xoAnotepoAnc, YAUKoOln,
KPEATLVIVN, UTMOAOYLOMOC OTTELpAUOTIKAG StROnong,
aAkaAlkn dwodataon, AST, ALT, CK, TSH, M'svikn ovpwv

Hellenic Journal of Atherosclerosis 2014;5(3): 151-163







Very-high- People with any of the following:

risk Documented ASCVD, either clinical or unequivocal
on imaging. Documented ASCVD includes previous
ACS (Ml or unstable angina), stable angina, coronary
revascularization (PCl, CABG, and other arterial
revascularization procedures), stroke and TIA, and
peripheral arterial disease. Unequivocally docu-
mented ASCVD on imaging includes those findings
that are known to be predictive of clinical events,
such as significant plaque on coronary angiography
or CT scan (multivessel coronary disease with two
major epicardial arteries having >50% stenosis), or
on carotid ultrasound.

DM with target organ damage,” or at least three major
risk factors, or early onset of T1DM of long duration
(>20 years).

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

A calculated SCORE >10% for 10-year risk of fatal
CVD.

FH with ASCVD or with another major risk factor.




People with:

Markedly elevated single risk factors, in particular TC
>8 mmol/L (>310 mg/dL), LDL-C >4.9 mmol/L
(>190 mg/dL), or BP >180/110 mmHg.

Patients with FH without other major risk factors.

Patients with DM without target organ damage,” with DM
duration >10 years or another additional risk factor.

Moderate CKD (eGFR 30—59 mL/min/1.73 m?).

A calculated SCORE >5% and <10% for 10-year risk
of fatal CVD.







Cardiovascular risk categories in patients with

diabetes
Very high risk Patients with DM and established CVD

or other target organ damage®

or three or more major risk factors®

or early onset T1DM of long duration (>20 years)
Patients with DM duration >10 years without tar-
get organ damage plus any other additional risk
factor

Young patients (T1DM aged <35 years or T2DM
aged <50 years) with DM duration <10 years,

without other risk factors

®Proteinuria, renal impairment defined as eGFR <30 mL/min/1.73 m?, left ventric-

ular hypertrophy, or retinopathy.
“Age, hypertension, dyslipidemia, smoking, obesity.

©ESC 2019



ESC/EAS GUIDELINES
@ESC

European Heart Journal (2019) 00, 1—78 .58 ‘Eo,;?
g AN

European Society doi:10.1093/eurheartj/ehz455
of Cardiology

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

The Task Force for the management of dyslipidaemias of the
European Society of Cardiology (ESC) and European
Atherosclerosis Society (EAS)

g The SCORE (Systematic Coronary Risk Estimation)






ESC/EAS Guidelines

2019
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How to use the risk estimation charts

Risk is initially assessed on the level of TC and systolic BP before treat-
ment, if known. The longer the treatment and the more effective it is, the
greater the reduction in risk, but in general it will not be more than about
one-third of the baseline risk. For example, for a person on antihyperten-
sive drug treatment in whom the pre-treatment BP is not known, if the
total CV SCORE risk is 6%, then the pre-treatment total CV risk may

have been 9%.

©ESC 2019
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AEN KANS(2 SCORE

HAikia < 40 & > 70 étn

Eykateornpévn KAN

2 A tUmou I: didpkeiag > 20 £Tn

> A tUTou IT: PAdPh opydvwy atoxou (BOY)

> TUmou IT: xwpic BOZ didpkeiacg > 10 étn A pe emimpo60OeTo TTapdyovTa KiveUvou
OAIKR X0AnaTepdAn > 310 mg/dL

LDL xoAnoTepoAn > 190 mg/dL

ApTnpiakh Tieon > 180/110 mmHg

eGFR < 60 mL/min/1,73 m2



H KPEATININH TOY OPOY ATTO MONH THXZ
AEN EINAI A=IOTTIZTH I'TA THN

EKTIMHZH THZ NE®PIKHX AEITOYPITAZ

CKD-EPT
MDRD-eGFR

Fuvaika 60 eTwv pe Creat 1.1 mg/dL
— e-GFR=55 mL/min/1.73 m?




eGFR: CKD-EPT & MDRD

Fuvaika 60 eTwyv pe Creat 1.1 mg/dL
— e-GFR=55 mL/min/1.73 m?




Recommendations for cardiovascular disease risk

estimation

Recommendations

Total risk estimation using a risk estimation
system such as SCORE is recommended for
asymptomatic adults >40 years of age without
evidence of CVD, DM, CKD, familial hyper-
cholesterolaemia, or LDL-C >4.9 mmol/L
(>190 mg/dL).

It is recommended that high- and very-high-
risk individuals are identified on the basis of
documented CVD, DM, moderate-to-severe
renal disease, very high levels of individual risk
factors, FH, or a high SCORE risk. It is recom-
mended that such patients are considered as a
priority for advice and management of all risk
factors.

Risk scores developed for the general popula-

tion are not recommended for CV risk assess-
ment in patients with DM or FH.

Class®

Level®

©ESC 2019



O poAoc¢ TNC hAIKiac

Avopac 70 eTwv
Mn kamvioTAG
> ATT = 120 mmHg

TCHO = 150 mg/dL

Xwpic uroArmidaipiki &
AavTIUTTEPTAOIKA aywyn

Avopacg b0 eTwv
KamvioTAc
2 ATT = 180 mmHg

TCHO = 250 mg/dL



ESC/EAS Guidelines
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Movo oAk xoAnoTepoAn ?



Lipids, lipoproteins, and apolipoproteins as part of standard and expanded lipid profiles.

Lipids Lipoproteins Alternative
HDL
@) HDL cholesterol Apo A1
LDL Sl
@ LDL cholesterol
ApoB
Remnants
| or
Triglycerides @ Remnant cholesterol | Non-HDL
cholesterol
O Triglycerides
O cCholesterol Lp(a) total mass

Borge G. Nordestgaard et al. Eur Heart J 2016;eurheartj.ehw152

© The Author 2016. Published by Oxford University Press on behalf of the European Society of Eu rﬂpean
Cardiology. Heart Journal



Recommendations for lipid analyses for cardiovascular disease risk
estimation

Recommendations Class® Level®

TCis to be used for the estimation of total CV risk by means of the SCORE system.
HDL-C analysis is recommended to further refine risk estimation using the online SCORE system.
LDL-C analysis is recommended as the primary lipid analysis method for screening, diagnosis, and management.

TG analysis is recommended as part of the routine lipid analysis process.

0 0000

Non-HDL-C evaluation is recommended for risk assessment, particularly in people with high TG levels, DM, obesity, or
very low LDL-C levels.

ApoB analysis is recommended for risk assessment, particularly in people with high TG levels, DM, obesity, metabolic syn-
drome, or very low LDL-C levels. It can be used as an alternative to LDL-C, if available, as the primary measurement for
screening, diagnosis, and management, and may be preferred over non-HDL-C in people with high TG levels, DM, obesity,
or very low LDL-C levels.

Lp(a) measurement should be considered at least once in each adult person’s lifetime to identify those with very high
inherited Lp(a) levels >180 mg/dL (>430 nmol/L) who may have a lifetime risk of ASCVD equivalent to the risk associated lla C
with heterozygous familial hypercholesterolaemia.

Lp(a) should be considered in selected patients with a family history of premature CVD, and for reclassification in people lla c
who are borderline between moderate and high-risk.

Apo = apolipoprotein; ASCVD = atherosclerotic cardiovascular disease; CV = cardiovascular; CVD = cardiovascular disease; DM = diabetes mellitus; HDL-C = high-density lip-
oprotein cholesterol; LDL-C = low-density lipoprotein cholesterol; Lp(a) = lipoprotein(a); SCORE = Systematic Coronary Risk Estimation; TC = total cholesterol; TG =
triglyceride.

©ESC 2019



TTPOZAIOPIZMOX
AITITIAAIMIKSIN TTAPAMETP)N

T CHOL, HDL CHOL, TRG6

LDL CHOL=T CHOL - HDL CHOL - TRG/5
(6Tav TRG<400mg/dl)




ANE=APTHTA ATTO TA ETIITIEAA
TLIN AITTIAIQN

BAZIKOZ 2TOXOZ THZ AlrQrH:
H MEIQQZH THZ LDL CHOL




e
TE ATOMA ME TRG >200 mg/dL

KYPIOX 2XTOXOX: H peiwon 1nc LDL
CHOL

AEYTEPEY(IN ZTOXOZ :
H pyeiwon tngc non HOL CHOL




TC =HDL-C + LDL-C + VLDL-C

non HDL-C = TC - HDL-C




TC =HDL-C + LDL-C + VLDL-C

non HDL-C = TC - HDL-C = LDL-C + VLDL-C

g = Q + 30mg/dl

non HDL-C LDL-C




HDL-C

@HDL-C can be used to increase the accuracy of the risk evaluation.
@ The electronic version of SCORE includes HDL-C

@ Extremely high values > 90 mg/dL of HDL-C cannot be used as a risk
predictor (increased risk of ASCVD)

ESC/EAS GUIDELINES
@ E SC European Heart Journal (2019) 00, 1-78 .%5C G,

Efugzﬁp‘z?;squ;letv doi:10.1093/eurheartj/ehz455 g‘%
2019 ESC/EAS Guidelines for the management

of dyslipidaemias: lipid modification to reduce
cardiovascular risk
The Task Force for the management of dyslipidaemias of the

European Society of Cardiology (ESC) and European
Atherosclerosis Society (EAS)



O poAoc Tnc HDL-C

Avopacg B0 eTwv « AvOpac b0 eTwv

KamvioTAc « KamvioTAg

2 ATT = 180 mmHg = 2ATT =180 mmHg
TCHO = 250 mg/dL « TCHO = 250 mg/dL
HDL-C= 30 mg/dL « HDL-C= 60 mg/dL

SCORE= 7% « SCORE= 4%



Factors modifying Systematic Coronary Risk Estimation
risks

Social deprivation: the origin of many of the causes of CVD.

Obesity and central obesity as measured by the body mass index and

waist circumference, respectively.

Physical inactivity.

Psychosocial stress including vital exhaustion.

Family history of premature CVD (men: <55 years and women: <60
years).

Chronic immune-mediated inflammatory disorder.
Major psychiatric disorders.

Treatment for human immunodeficiency virus infection.
Atrial fibrillation.

Left ventricular hypertrophy.

Chronic kidney disease.

Obstructive sleep apnoea syndrome.

©ESC 2019

Non-alcoholic fatty liver disease.



Risk will also be higher than indicated
in the charts in:

-

\

e Those with a family history of premature CVD, which is con-

' )

sidered to increase the risk by 1.7/-fold in women and by
2.0-fold in men.

J

e The presence of additional risk factors increases the risk

(such as low HDL-C, high TG).

European Heart Journal (2011) 32, 1769-1818



KAN & pAeypovn

= Atherosclerosis is undoubtedly a multifactorial disease in which chronic
inflammation plays a key role

= CANTOS (Canakinumab Anti-inflammatory Thrombosis Outcomes
Study): 10,061 patients with previous myocardial infarction and a high-
sensitivity C-reactive protein level (> 2 mg/L)

The N EW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 21, 2017 VOL. 37 NO. 12

Antiinflammatory Therapy with Canakinumab
for Atherosclerotic Disease



« Antiinflammatory therapy targeting the interleukin-1p innate
immunity pathway with canakinumab at a dose of 150 mg every 3
months led to a significantly lower rate of recurrent
cardiovascular events than placebo, independent of lipid-level
lowering.

= Canakinumab was associated with a higher incidence of fatal
infection than was placebo.

The N EW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 21, 2017 VOL. 377 NO. 12

Antiinflammatory Therapy with Canakinumab
for Atherosclerotic Disease



@Recent guidelines from the European League Against Rheumatism
(EULAR) recommend aggressive management of fraditional risk
factors in addition to RA disease activity control o decrease the CVD
risk.

@ Several CVD risk calculators are available for clinical use to stratify a
patients’ risk of developing a CVD event.

@Most of these calculators do not account for RA as a risk factor

ZA multiplication factor of 1.5 is recommended to
predict the risk more accurately.



The NEW ENGLAND JOURNAL of MEDICINE

CLINICAL PRACTICE

Caren G. Solomon, M.D., M.P.H., Editor

Depression in the Primary Care Setting

Lawrence T. Park, M.D., and Carlos A. Zarate, Jr., M.D.

In the United States, the estimated lifetime risk of a major depressive

episode now approaches 30%.

N ENGL) MED 380;6 NEJM.ORG FEBRUARY 7, 2019



PRIME STUDY

A Coronary Heart Disease (CHD) events

=+ Depressive symploms score:Q4
== Depressive symptoms score:Q1-Q3

| ppTTEPRRE]

1 2 5 10

Annual incidence rales/1000 person-years

Time (in years)

B Stroke events

=+ Depressive symptoms score:Qd T
—&- Depressive sympioms score:Q1-03 e &

; LEILL[’}

10

Annualincidence rates/1000 person-years

Time (in years)

Conclusions—The current study suggests that in healthy, European, middle-aged men,
baseline depressive symptoms are associated with an increased risk of coronary heart
disease in the short-term, and for stroke in the long-term.

Stroke. 2012;43:1761-1767
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Circulation

AHA/ACC SPECIAL REPORT

Risk-Enhancing Factors

Family history of premature ASCVD (males, age <55 y; females, age <65 y)

Use of Risk Assessment Tools to Guide Decision-
Making in the Primary Prevention of Atherosclerotic
Cardiovascular Disease

A Special Report From the American Heart Association and American College
of Cardiology

Primary hypercholesterolemia (LDL-C, 160-189 mg/dL [4.1-4.8 mmol/L);
non-HDL-C 190-219 mg/dL [4.9-5.6 mmol/L])*

Metabolic syndrome (increased waist circumference, elevated
triglycerides [>150 mg/dL], elevated blood pressure, elevated glucose,
and low HDL-C [<40 mg/dL in men; <50 in women mg/dL] are factors;
tally of 3 makes the diagnosis)

Chronic kidney disease (eGFR 15-59 mL/min/1.73 m? with or without
albuminuria; not treated with dialysis or kidney transplantation)

Chronic inflammatory conditions such as psoriasis, RA, or HIV/AIDS

History of premature menopause (before age 40 y) and history of
pregnancy-associated conditions that increase later ASCVD risk such as
preeclampsia

High-risk race/ethnicities (eg, South Asian ancestry)

Lipid/biomarkers: Associated with increased ASCVD risk

Persistently* elevated, primary hypertriglyceridemia (=175 mg/dL);

If measured:

Elevated high-sensitivity C-reactive protein (2.0 mg/L)

Elevated Lp(a): A relative indication for its measurement is family
history of premature ASCVD. An Lp(a) =50 mg/dL or >125 nmol/L
constitutes a risk-enhancing factor especially at higher levels of
Lp(a).

Elevated apoB >130 mg/dL: A relative indication for its
measurement would be triglyceride =200 mg/dL. A level >130 mg/
dL corresponds to an LDL-C =160 mg/dL and constitutes a risk-
enhancing factor.

ABI <0.9




Risk-Enhancing Factors for Primary Prevention™

Family history of premature ASCVD Chronic kidney disease

* Males, age < 55 years ¢ eGFR 15-59 mL/min/1.73 m?< with or
without albuminuria

* Not treated with dialysis or transplant

* Females, age < 65 years

Primary hypercholesteremia’

e LDL-C 160-189 mg/dL (4.1-4.8 mmol/L)
e Non-HDL-C 190-219 mg/dL (4.9-5.6 mmol/L)

Chronic inflammatory conditions

e Psoriasis, rheumatoid arthritis,
HIV/AIDS

High-risk race/ethnicities
* Increased waist circumference e South Asian

e Triglycerides > 150 mg/dL

e Low HDL-C (<40 mg/dL [men], <50 mg/dL

Metabolic syndrome (total: 3)

Lipid/Biomarkers

[women]) * hs-CRP = 2.0 mg/L

e Elevated BP * Lp(a)=50 mg/dL (= 125 nmol/L)

e Elevated glucose « apoB =130 mg/dL

Conditions specific to women " PSR

* Premature menopause (before age 40 Presence of risk—enhancing factors
years) may affect the threshold for

* Preeclampsia nonstatin intensification.

"No established ASCVD or diabetes. "Optimally, 3 determinations.
Grundy SM, et al. 1 Am Coll Cardiol. 2018. [Epub ahead of print]



Recommendations for cardiovascular imaging for risk
assessment of atherosclerotic cardiovascular disease

Recommendations Class®* Level®

Arterial (carotid and/or femoral) plaque bur-
den on arterial ultrasonography should be

considered as a risk modifier in individuals at lla
low or moderate risk.*”*°

CAC score assessment with CT should be

considered as a risk modifier in the CV risk la

assessment of asymptomatic individuals at low
| 14-162426

©ESC 2019

or moderate ris

CAC = coronary artery calcium; CT = computed tomography; CV =
cardiovascular.



EkTiunon Tou KapdiayysiakoU KivdUvou

The SCORE (Systematic Coronary Risk Estimation)
HAikia: 40 - 70 étn

OXI o¢ dropa mou gival Adn oAU uynAouU R uynAoU KivoUuvou
TTPOZOXH: eGFR < 60 mL/min/1,73 m?

SCORE: ZATT, kanviopa, T-CHO

AMec AMmidaigikég TapdpeTpol

ToTtopikd: kAnpovopikoTnTa Mpwipung KAN, autoavooia, Taxvoapkia, kataBAImTIKA
OUUTTTWHATA ......



Treatment targets and goals for cardiovascular
disease prevention

Smoking No exposure to tobacco in any form.

Diet Healthy diet low in saturated fat with a focus on wholegrain products, vegetables, fruit, and fish.
Physical activity 3.5—7 h moderately vigorous physical activity per week or 30—60 min most days.

Body weight BMI 20—25 kg/m?, and waist circumference <94 cm (men) and <80 cm (women).

Blood pressure <140/90 mmHg.®



OEPATIEYTIKOI ZTOXOI THZ LDL-C

LDL-C <55 LDL-C LDL-C
mg/dL LDL-C <100 <115

<70 mg/dL d
* mg/dL mg/dL

Meilwon tovAaylotov 50%




Recommendations for treatment goals for low-density lipoprotein cholesterol

Recommendations

In secondary prevention for patients at very-high risk,” an LDL-C reduction of >50% from baseline® and an LDL-C goal of
<14 mmol/L (<55 mg/dL) are recommended.333>11%120

In primary prevention for individuals at very-high risk but without FH.® an LDL-C reduction of >50% from baseline® and
an LDL-C goal of <1.4 mmol/L (<55 mg/dL) are recommended.>* 3¢

In primary prevention for individuals with FH at very-high risk, an LDL-C reduction of >50% from baseline and an LDL-C
goal of <1.4 mmol/L (<55 mg/dL) should be considered.

For patients with ASCVD who experience a second vascular event within 2 years (not necessarily of the same type as the
first event) while taking maximally tolerated statin-based therapy, an LDL-C goal of <1.0 mmol/L (<40 mg/dL) may be
considered.”*12°

In patients at high risk,” an LDL-C reduction of >50% from baseline® and an LDL-C goal of <1.8 mmol/L (<70 mg/dL) are

recommended >*3°

In individuals at moderate risk,” an LDL-C goal of <2.6 mmol/L (<100 mg/dL) should be considered.*
In individuals at low risk,© an LDL-C goal <3.0 mmol/L (<116 mg/dL) may be considered.’®

Class® Level®

- c

0

©ESC 2019




Treatment goal
for LDL-C

3.0 mmol/L
(116 mg/dL)

1.8 mmol/L
70 mg/dL
8 >50% IR
reduction
from
bacaline 1.4 mmol/L

(55 mg/dL)

* SCORE <1%

* SCORE =1% and <5%

* Young patients (TIDM <35 years;
T2DM <50 years) with DM duration
<10 years without other risk factors

* SCORE >5% and <10%
* Markedly elevated single risk factors, in
particular TC >8 mmol/L (310 mg/dL) or
LDL-C >4.9 mmol/L (190 mg/dL) or
BP >180/1 10 mmHg
* FH without other major risk factors
* Moderate CKD (eGFR 30-59 mL/min)
* DM wio target organ damage, with DM
duration =10 years or other additional risk factor

+ ASCVD (clinical/imaging)
+ SCORE =10%
« FH with ASCVD or with another
/ major risk factor
« Severe 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 Very high CV Risk

©ESC 2019



® For patients with ASCVD who experience a second vascular event within 2

years (not necessarily of the same type as
the first event) while taking maximally tolerated statin therapy, an LDL-C goal of

<1.0 mmol/L (<40 mg/dL) may be considered.



Non-HDL-C Non-HDL-C secondary goals are <2.2, 2.6, and 3.4 mmol/L (<85, 100, and 130 mg/dL) for very-high-, high-, and moderate-risk

people, respectively.

ApoB ApoB secondary goals are <65, 80, and 100 mg/dL for very-high-, high-, and moderate-risk people, respectively.
Triglycerides No goal, but <1.7 mmol/L (<150 mg/dL) indicates lower risk and higher levels indicate a need to look for other risk factors. w
Diabetes HbA1c: <7% (<53 mmol/mol). |

Non HDL= LDL +30



Recommendations for pharmacological low-density lipoprotein cholesterol lowering

Recommendations Class® Level®

It is recommended that a high-intensity statin is prescribed up to the highest tolerated dose to reach the goals set for the
specific level of risk.****3®

ated dose of a statin and ezetimibe, a combination with a PCSK9 inhibitor may be considered.

For secondary prevention, patients at very-high risk not achieving their goal® on a maximum tolerated dose of a statin and -

ezetimibe, a combination with a PCSK9 inhibitor is recommended.'"”"'*°

If the goalsc are not achieved with the maximum tolerated dose of a statin, combination with ezetimibe is

recommended.*?

For primary prevention patients at very-high risk, but without FH, if the LDL-C goal is not achieved on a maximum toler-

For very-high-risk FH patients (that is, with ASCVD or with another major risk factor) who do not achieve their goal® on

a maximum tolerated dose of a statin and ezetimibe, a combination with a PCSK9 inhibitor is recommended.
If a statin-based regimen is not tolerated at any dosage (even after rechallenge), ezetimibe should be considered.'?”-2¢>3>3

If a statin-based regimen is not tolerated at any dosage (even after rechallenge), a PCSK9 inhibitor added to ezetimibe
may also be considered.'?72653%3

0o 060 0o 0

If the goal® is not achieved, statin combination with a bile acid sequestrant may be considered.

©ESC 2019



Intensity of lipid lowering treatment

Treatment Average LDL-C reduction
Moderate intensity statin =~ 30%

High intensity statin =~ 50%

High intensity statin plus =~ 65%

ezetimibe

PCSK9 inhibitor =~ 60%

PCSK9 inhibitor plus high intensity statin =~ /5%

PCSK9 inhibitor plus high intensity statin =~ 85%

plus ezetimibe

High intensity statin: Rosuvastatin 20 -40 mg - Atorvastatin 40-80 mg



Recommendations for drug treatment of patients with

hypertriglyceridaemia
Recommendations Class® Level®

Statin treatment is recommended as the first
drug of choice to reduce CVD risk in high-risk
individuals with hypertriglyceridaemia [TG lev-
els >2.3 mmol/L (>200 mg/dL)].*>

In high-risk (or above) patients with TG levels
between 1.5—5.6 mmol/L (135—499 mg/dL)
despite statin treatment, n-3 PUFAs (icosapent lla

ethyl 2x2 g/day) should be considered in

combination with a statin.’”*

In primary prevention patients who are at
LDL-C goal with TG levels >2.3 mmol/L
(>200 mg/dL), fenofibrate or bezafibrate may
be considered in combination with

statins 305—307.356

In high-risk patients who are at LDL-C goal
with TG levels >2.3 mmol/L (>200 mg/dL),

fenofibrate or bezafibrate may be considered
305—307,356

©ESC 2019

in combination with statins.



Summary of recommendations for monitoring lipids
and enzymes in patients, before and on lipid-
lowering therapy

Testing lipids

How often should lipids be tested?

® Before starting lipid-lowering drug treatment, at least two measurements should be made, with an interval of 1—12 weeks, with the exception of condi-
tions where prompt drug treatment is suggested, such as ACS and very high-risk patients.

How often should a patient’s lipids be tested after starting lipid-lowering treatment?

® After starting treatment: 8 (£4) weeks.

e After adjustment of treatment: 8 (+4) weeks until the goal is achieved.

How often should lipids be tested once a patient has achieved the target or optimal lipid level?

® Annually (unless there are adherence problems or other specific reasons for more frequent reviews).



Monitoring liver and muscle enzymes
How often should liver enzymes (ALT) be routinely measured in patients on lipid-lowering drugs?
® Before treatment.

® Once, 8—12 weeks after starting a drug treatment or after dose increase.
e Routine control of ALT thereafter is not recommended during statin treatment, unless symptoms suggesting liver disease evolve. During treatment with

fibrates, control of ALT is still recommended.



What if liver enzymes become elevated in a person taking lipid-lowering drugs?
If ALT <3x ULN:

e Continue therapy.

® Recheck liver enzymes in 4—6 weeks.

If ALT rises to >3x ULN

e Stop lipid-lowering therapy or reduce dose and recheck liver enzymes within 4—6 weeks.
e Cautious reintroduction of therapy may be considered after ALT has returned to normal.

® If ALT remains elevated check for the other reasons.



How often should CK be measured in patients taking lipid-lowering drugs?
Pre-treatment

® Before starting therapy.

e If baseline CK is >4x ULN, do not start drug therapy; recheck.

Monitoring:

® Routine monitoring of CK is not necessary.

.® Check CK if patient develops myalgia.



What if CK becomes elevated in a person taking lipid-lowering drugs?

Re-evaluate indication for statin treatment.
If >4x ULN:
o If CK>10x ULN: stop treatment, check renal function, and monitor CK every 2 weeks.

o [f CK <10x ULN: if no symptoms, continue lipid-lowering therapy while monitoring CK between 2 and 6 weeks.

e [f CK <10x ULN: if symptoms present, stop statin and monitor normalization of CK, before rechallenge with a lower statin dose.
e Consider the possibility of transient CK elevation for other reasons such as exertion.

o Consider myopathy if CK remains elevated.

e Consider combination therapy or an alternative drug.

If <4x ULN:

e [f no muscle symptoms, continue statin (patient should be alerted to report symptoms; check CK).

e If muscle symptoms, monitor symptoms and CK regularly.

e |f symptoms persist, stop statin and re-evaluate symptoms after 6 weeks; re-evaluate indication for statin treatment.
e Consider rechallenge with the same or another statin.

o Consider low-dose statin, alternate day or once/twice weekly dosing regimen, or combination therapy.



In which patients should HbA1c or blood

g
aRegular chec

ucose be checked?

ks of HbA1c or glucose should

be considered in patients at high-risk of

developing diabetes, and on high-dose statin

treatment.

aGroups to be

considered for glucose control

are the elderly and patients with metabolic

syndrome, obesity, or other signs of insulin

resistance.






AITIA AEYTEPOTTAOOYX AYZAITIIAAIMIAZ

2 akxapwdnc diapATng: YAukoln vnoTeiag
YnoBupeoeidiouog: TSH
Neppwaoiko oUvdpopo: YEVIKA oUpwyv
Xpovia VEQPIKA avemapKeld: Kpearivivn opol, eGFR

TTpwromaOng xoAikn Kippwon: aAkaAikn pwoparaon




AiaBéaoiua pdppaka yid Thv avTIHETWTION ThG
OuoAIidaipiac




EZETIMIBE

>TTapepmodilel TV amoppopnon TG XoAnaTepoAng
(TpopWwyv Kail XoARg) oTo £vTepo

>LDL: @ ~15-20% (w¢ povoBepameia)

>2 uvouaopoc pe otartivn (oTav 0ev €xel emITEUXOEi 0
oTOX0C OepaTmeiac)

>Meiwon Twv kKapdiayyeiakwy cuppapdatwy (HeAETN
IMPROVE-IT)




PIMTIPATEZ

> Apouv oe tupnvikoug umodoxeic PPAR-a (peroxisome
proliferator-activated receptor gamma): yetapoAéc otn
HETAYPAPA YOVIOIWYV TTOU KWOIKOTIOIOUV TIPWTEIVEC, Ol OTTOIEC
etnpedalouv To petapoAiopo Twyv Aimidiwy

> ueiwon TG ~ 20-50% & LDL: ~ 10-20%
>Aunon HDL: ~ 10-20%
> AvTevdeieic: veppikh voooc (eGFR < 60 ml/min)

> AVETIOUUNTEC EVEPYEIEC: TTAPOHOIEC TWV OTATIVWY &
xoAoAIBiaon

>Evdein: TRG > 500 mg/dl (kivbuvoc maykpeariTidag)




Fibrates trials

I

Relative risk reduction in events (%)

No dyslipidemia

[
6%
NS

Overall population

“13% |
p<0.05 |

LowHDL-C+high TG
(atherogenic dyslipidemia)




PAINOSIMITPATH KAT OMOIOZTAZIA TOY
OYPIKOY O=EOZ

n=64 aoOceveic ye duoAimidaipia

Tpiv MeTa p
Th Xopnynon T Xopnynon

Oupikd 006.8+1.2 4.9+1.4 (V¥ kara 27.9%) 0.001
(mg/dL)

Liamis G et al. Am J Kidney Dis 1999;34:594
L.



-
w-3 AiITtapd o éa

C18:3 w-3 a-Linolenic

C20:5 w-3 Eicosapentaenoic
(EPA)

C22:6 w-3 Docosahexaenoic
(DHA)

a-AIvOAEVIKO O§0: TTepiéxeTal oTa UTA Kai €ival amapaiTnTo yid To aXNUATIONO HeyaAUTepnC aAucidac w-3 AItapwyv
o éwv TTou PpiokovTal oTa Yydpia



€1 - 3 AITTAPA O=EA

>TToAuakopeoTta Aimapd o€ éa 1xBuwv (EPA & DHA)
>TTpokaAoUv onuavTikA peiwan Twyv TPIYAUKEPIOiWY




TTAEIOTPOTIIKEZ APAZEIX
TCIN w-3 AITTAPSIN O=ES2N

> AVTIAPPUONIKEC 6paaslg <
>Meiwor ~=~ immiastimqe TWY w@hﬂ

>Meiwal E % MOLLERS
’ ..-:,~ TOTA
>BeATiw RET cToU @ ¢

> Ayyelo = }

>BeATiw apotion G Tou €

> AVTIQA e _ |

> AvTIdO ~ » /
>Meiwon TnC ocuoowpeuonc KoAAayovou

>2 1aBepomoinon Twv aOnpwpatikwy wAakwyv

JACC 2009;54: 585-594,
Lancet 2010;375: 540-550, J Nutr Biochem 2010;21: 781-792




JAMA Cardiology | Original Investigation

Associations of Omega-3 Fatty Acid Supplement Use With
Cardiovascular Disease Risks
Meta-analysis of 10 Trials Involving 77 917 Individuals

JAMA Cardiol. 2018;3(3):225-234.

CONCLUSIONS AND RELEVANCE This meta-analysis demonstrated that omega-3 fatty acids
had no significant association with fatal or nonfatal coronary heart disease or any major

vascular events. It provides no support for current recommendations for the use of such
supplements in people with a history of coronary heart disease.

(eicosapentaenoic acid dose range, 226-1800 mg/d)

DHA: au¢non LDL




€1 - 3 AITTAPA O=EA

> Aev auvtayoypagpouvtal/ Oxi peiwon kapdiayyeiakwy
oupupapaTwy

>TT1Bavn xpnoh: utteTpiyAukaipidiapia oe acBeveic e
vVEPPIKA vooo (avTévdeién ANYnc @IUTTPAaTng)







The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular Risk Reduction with
Icosapent Ethyl for Hypertriglyceridemia

CONCLUSIONS
Among patients with elevated triglyceride levels despite the use of statins, the risk of

ischemic events, including cardiovascular death, was significantly lower among those

who received 2 g of icosapent ethyl twice daily than among those who received pla-
cebo. (Funded by Amarin Pharma; REDUCE-IT ClinicalTrials.gov number, NCT01492361.)

Meiwaon cupPapdTwy Kal o€ AoBeVEIC XwWPic uwnAd TpIyAuKepidIa




LDL-C and Lipid Changes '_ll VET

100

O
-
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70
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Mean LDL-C (mg/dL)

50

40

Number at risk:

EZ/Simva
Simva

1 Yr Mean LDL-C TC TG HDL hsCRP
Simva 699 145.1 1371 481 3.8
EZ/Simva 232 125.8 1204 48.7 3.3

A in mg/dL -16.7 -19.3 -16.7 +0.6 -0.5

e el =il

- _
o Median Time avg
*22 7 A’ 69.5 vs. 53.7 mg/dL

QE R 1 4 8 12 16 24 36 48 60 72 84 96
Time since randomization (months)

8990 8889 8230 7701 72064 6864 6583 6256 35734 5354 4508 3484 2608 1078

9009 8921 8306 7843 7289 6939 6607 6192 5684 5267 4395 3387 2569 1068



Primary Endpoint — ITT %VE/I’

Cardiovascular death, MI, documented unstable angina requiring
rehospitalization, coronary revascularization (230 days), or stroke

“97 HR 0.936 c1 (0.887, 0.988) Simva — 34.7%
p=0.016 2742 events
o

_ 30- Vv6.4% NNT= 50
o
Q
(4]
[ on. EZ/Simva — 32.7%
E 2572 events
>
T

10 -

0 i 2 3 4 5 6 7
Time since randomization (years) 7-year event rates



Statins: Highly Favourable Benefit vs. Risk Ratio

(POTENTIAL RISKS

Modest risk of new-onset diabetes (~0.1% annually),
higher in those with the metabolic syndrome cluster
Muscle symptoms, but be aware of the nocebo effect
Very rarely, clinically relevant liver injury

Possible increase in risk of haemorrhagic stroke in
patients with a prior stroke suggested by SPARCL ;
not confirmed in the substantive evidence base of
RCTs, cohort and case-control studies

r
BENEFITS

® Reduction in LDL-C levels

® Reduction in ASCVD events

No evidence to support adverse effects
of statins on cognitive function, clinically
significant renal deterioration, or risk for
cataract, or haemorrhagic stroke in
patients without prior stroke

.

® Regression of coronary atheroma

... the Panel emphasizes that the established cardiovascular benefits

of statin therapy far outweigh the risk of any such adverse effects * -
EAS &

Mach F et al. Eur Heart J 2018;




2 TATINEZ

> AvaoTtoAegic Thg HMG Co avaywydong: Tr; evooyevouc
ouvBeonc xoAnotepodAng, Twy umodoxéwyv Tne LDL & katd
ouvéTtela  TtapaAaPpn ThE X0 \noTepOAnC amo To TTAdoua

>Eival o amoTeAeopdTiKEC 6TAV XopnyouvTal Ppdadu
(evdoyevic oUvBean xoAnoTepOANG viveTal Kupiwg Th vUxTa).

>Q\ pakpdc¢ dpdonc otarivec (atoppa/poooupacTtarivn)
xopnyouvTtdl Kai To Tipwi

> LDL: 20-50, HDL: pikph T & TG: pikph




[TAELOTPOTILKEG OPAOELC

e EkTOC TV unoAUTLO LKWV 6PACEWY OL OTATLVEC EXOUV
Kol TTAELOTPOTILKEC OPAOELC

e AUTEC elval evepyeTIKEC Opaoelc (avTlpAeyLoOVWOELC,
AVTLOPOLPWTLKEC Kol AVTLOEELOWTLKEC SPACELC Kall
BeAtiwon tnc Aettoupyiac tou evboBnAiou)

e Qc eva Pabuo eival aveéaptnTeC Ao T OPACELC OTO
LETABOALOMO TwV AUTLOLWYV KAl CUBAAOUV ONUOVTLKO
OTNV ETITEVEN TOU EVEPYETIKOU KALVLKOU QTTIOTEAEOCATOC
TWV OTATIVWV




\

~g Emidpacn Twv oTATIVWYV
[ =taTivn |\, oTNV EAATTWON TwVv Aumdiwv
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|
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Mewwpeva errirmeda tng
LDL-c Tou mTAACATOCG

MAESLOTPOTTIKECG EMSPACELC TWV CTATIVGWV

BsAtriwon tTng evionhakng AvTupAeypovwdng AVTITITNKTIKR FrtaBspomoinon
SvuocAsltoupyiacg kKot avriofsidwtikg dpaocn Spaon AONPWMATIKAC TTAAKAC
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>TATINEZ: AvemBUUNTEC EVEPYEIEC

>ATO Td TTI0 doYaAn pdppHakda
>MuaAyiec/PHUooKeAETIKA dAyn




JduuAayieg, KOTTwaon, aduvauiad, KPAUTTEG, OUCKAUWYId

dTo countopata eivor cuvnBme GLUUETPIKE, APOPOVY LEYAAEC
UUTKEC OUBOEC KOl eU@OVICOVTOL GLYVOTEPO. GE OATOUO UE
QVENUEVT] GOUOTIKT OPACTNPLOTNTA.

JdH BeAtioon TV countOUATOV UE TN OOKOTN TNEG OTOUTIVIG
(cvvnBm¢ evtog 2 ROOUAOMV) KUl 1 ETAVELPAVIGT] TOVC UE TNV
EMOVOYOPNYNON TNS 1010 N OPOPETIKNG oTativg (cuvnbmc
evtOg 4 €Boouddmv) evioyvovV 11 O YVOGT) TNS OVGAVECIOS GTIC
OTOTIVEC




ATTOKAEITUOGC GAAWYV AITIWV:

EVTOVN A0KNON-MUIKA KOTATTOVNON, GAKOOAICUOC,
UTTOBUPEOEIDIONOG, AOIMWCEEIC, UTTOKAAIQIYIA, METABOAIKEC
LMUOTTABEIEC, PAEYPMOVWODEIC KAI AUTOAVOOEC MUOTITIOEC

AAANAETTIOPACN UE GUYXOPNYOUUEVA PAPUAKA
YEUQIUTTPOCLIAN, KUKAOOTTOPIVN, HOKPOAIdIa (KAQPIOpOUKivN),
ITPAKOVACOAN Kal GAAQ AVTIMUKNTIOOIKA QAPPAKA, AVTIKATAOAITITIKA
pappaka (nefazodone)

Doarvouevo nocebo




OepaMEUTIKEC Suvatotntec oe acBeveic pe Suoaveia
OTLC OTATIVEC

1 e EBeTIKN LYLELVOSLALTNTLKA aywyn

* Xopriynon egetipipnng (10 mg/nuepa)

* Xopriynon ouvduaopol eletipipnng (10 mg/ nuépa) pe koheoeBeAaun (3.8 g/ nuépa). H
aVapEVOUEVN Heiwon TnG LDL xoAnotepdAng eival eB0%. EvaA\aktikd pnopei va xopnynOei o
ouvOUOOUOC ELETLUIUNNG HE DALVODLUTIPATN

e Xopriynon pooouBaoctativng 5 mg i atopBaoctativng 10 mg ava deutepn nuepa rj Suo ¢popeEg tnv
eBbouada n pia popad tnv efdopada, o cUVOUAGUO E ECETLULMTIN

* Xoprijynon tpododapudkwv (ARMOLIPID®, 1 Siokio nuepnoiwg) os acBeveig mou epdavilouvv
duoavetia otig otativeg (A 6ev emBupouv va mapouv aywyn pe otativn). Ta diokia avta
MEPLEXOUV UETAEL TWV AAAWYV KUPLWG avTLOEELOWTIKWVY OUGLWYV, PayLd Tou KOKKivou pultoU (red
yeast rice) mou mepLEXEL LOVAKOALVEC, OUGLEG oL omoieg cuayetil{ovtal e TIG oTaTives. Ta
TpododApUAKA TIPETEL VA XOPNYOUVTOL LE LATPLKN CUVTAYH KAl UTIO LATPLKN TtapakoAouBnaon

Hellenic Journal of Atherosclerosis 2014;5(3): 151-163




Statin-Associated

dmuscle weakness,

Jevidence of muscle-cell necrosis on biopsy

d presence of autoantibodies against 3-hydroxy-3-
methylglutaryl coenzyme A (HMG-CoA) reductase.

4 In contrast to most patients who have side effects from
statin therapy, those with statin-associated autoimmune
myopathy may have progressive weakness that must
be controlled with immunosuppressive therapy.

(similarly to those with other forms of autoimmune
muscle disease)




Figure 1. Muscle-Cell Necrosis and Macrophage Infiltration in Statin-Associated Autoimmune Myopathy.
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High triglycerides and low

Statin dose titration***

HDL CHOL
| | " 4 -
Statin Statin
+ +
Fenofibrate w-3 Fatty Acids

Hellenic_lournal of Atherosclerosis 2014

163

Statin Statin
+ +
Ezetimibe Colesevelam

al achievement for LDL CHOL, triglycerides and HDL CHOL
® Maximum Cardiovascular Benefit

»*Every ti OL is expected.

*If fasting t commended
**For optim ended in the appropriate dose




LDL Receptor Function and Life Cycle

LDL Receptor
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The Role of PCSK9 in the Regulation
of LDL Receptor Expression

LDL Receptor
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R ———————————————————LLI——..—LL
ANAZTOAEIZ THZ PCSK9 (EVOLOCUMAB

/ALIROCUMAB)

Meiwon tnc PCSK9

AUEnon Tou apiBuol kal TN dpaocTnNPIOTNTAC TWV
LDLR

AUEnon Tou karapoAiopoU Twv LDL

Meiwon tng LDL CHOL ( > 60%), Lp(a) (30%)



e
Evolocumab/Alirocumab

v TToAU kKaAd avekra

v/ Eriteuén Twv otoxwv otnv wAcioynywia Twv acOevwyv
v/ EEaipeTikO TtpowiA aowdaAsiag

v Xwpic aAAnAemidpaoceic He aAAa pappaka

v OxI Tpomromoinon He Paon Th VEPPIKA AgiToupyia

v/ ErinTwon ZA kai veupoyvwoiakwy diatapaxwyv ? (amaitolvral
HEAETEC pE peyaAUTepn didpkela rapakoAouOnong)

v Meiwon kapdiayyeiakwyv ocuppapatwy (pHeAétec Fourier &
Odyssey)




HDL ?

* ErubnuioAoyikec peAetec: aviiotpodn cvoxetion HDL pe
KAN (ripootateutikn 6paon)

 Qappuaka yia avénon tnc HDL (CETP inhibitors): avénon twv
KAN !!!

e Aeltoupylkotnta tng HDL

e BeAtiwon tncg nototntac TN HDL kat 0L TNG TocOTNTOC
LLTTOPEL VOL ATTOTEAECEL BEPATIEVTLKO OTOXO OTO HEAAOV




KAN & dAeyuovn ?

* Atherosclerosis is undoubtedly a multifactorial disease in which chronic
inflammation plays a key role

 CANTOS (Canakinumab Anti-inflammatory Thrombosis Outcomes
Study): 10,061 patients with previous myocardial infarction and a high-
sensitivity C-reactive protein level (> 2 mg/L)

The N EW ENGLAN D
JOURNAL of MEDICIN E

SEPTEMBER 21, 2017 VOL. 377 NO. 12

Antiinflammatory Therapy with Canakinumab
for Atherosclerotic Disease




* Antiinflammatory therapy targeting the interleukin-1
innate immunity pathway with canakinumab at a dose of
150 mg every 3 months led to a significantly lower rate of

recurrent cardiovascular events than placebo, independent
of lipid-level lowering.

* Canakinumab was associated with a higher incidence of fatal
infection than was placebo.
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10, 2018, at NEJM.org.

ORIGINAL ARTICLE

Low-Dose Methotrexate for the Prevention
of Atherosclerotic Events

* |low-dose methotrexate (at a target dose of 15 to 20 mg
weekly) or matching placebo in 4786 patients with previous

myocardial infarction or multivessel coronary disease who
additionally had either type 2 diabetes or the metabolic

syndrome. All participants received 1 mg of folate daily

CONCLUSIONS
Among patients with stable atherosclerosis, low-dose methotrexate did not reduce

levels of interleukin-183, interleukin-6, or C-reactive protein and did not result in
fewer cardiovascular events than placebo. (Funded by the National Heart, Lung,
and Blood Institute; CIRT ClinicalTrials.gov number, NCT01594333.)




