AvTigeTONION OQUCAINISAINI®V BACEI
KAaTeubuvTnpiov odnyiwv

AOYKIANOZXZ PAAAIAHZ, FESC
Kafnyntig KapdioAoyiag
B’ KAPAIOAOI'IKH KAINIKH
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H LDL-x wc aitioAoyikoc napayovrac KAN

Méxpt 300 mg% xoAnoTtepivng aiparog
Oéov va OewpnOei uoioAoyIKOV
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dappaka yia Tnv ungpxoAnoTepoAaipia

v LDL xoA:|135-55%
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1) Alaxegipion OQUGAITIOAIMIOG CUMPWVA ME TIG
KateuBuvtipieg Odnyieg

[Moieg aAAaYEG £XOUME OTOUG
oToxoug TnG LDL-x?

YTITapXEl KATI VEOTEPO YIA T
TPIYAUKepIdIa kal Tnv Lp(a)?



a) lNoleg aAAayEG EXOUME OTOUG
oToXoug TnNG LDL-x?

EAGTTOON TOV 0TOX®WV TNCG LDL-X oTOUC
uynAou N noAuU uynAouU Kiviuvou
aoOevEiG



Clinical efficacy and safety of achieving very low
LDL-cholesterol concentrations with the PCSK9 inhibitor
evolocumab: a prespecified secondary analysis of the
FOURIER trial

e 10% eixav LDL-xoA <20 mg/dL
e 'OpeAoc kail yia enineda LDL-xoA <10 mg/dL
e Arouadia aveniBuunNTwyV evepyeIwY O€ NOAU XapnAd enineda LDL-xoA

‘000 xapnAoTtepa n LDL-xoA T000 peyaAuTepo 10 opeloc yia Ta KAN

B Secondary endpoint
016 p=0-0001 for the B coefficient

the lower the better!
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210X0I1 LDL-X0A Baoel 10eToucg kKivdouvou yvia KAA 6avaro

MOAY YWHAOY YWHAOY METPIOY XAMHAOY
1) KAN 1) FH xwpig GAAo trap.

2) ZA + BAGBN opydavou-
OTOX

n
23 map. Kivduvou

n

2A1 didapkelag >20 eTwv
3) coBapn XNN
(GFR <30 mL/min/1,73 m?)
4) FH + mTap. Kivduvou
5) SCORE 210%

KivoUvou

2) ZA xwpig BAAGBN opy.
OTOXOU OAAG pe di1dpKeIa
210 £€tn N pe 1 TTap.
KivoUvou

3) péTtpia XNN

(GFR 30-59 mL/min/1,73
m?2)

4) SCORE 25 & <10%

J LDL-y 50% Kau
<55 mg/dL

J LDL-x 50% ko
<70 mg/dL

Mach F. Eur Heart J 2020,41:111-88

}

<100 mg/dL (lia)

<116 mg/dL (lla)

ORE Cardiovascular Risk Chart




O1 d1aBnTikoi unayovTal o€ 3 KATNYOPIEG KIVO.

NMOAY
YWHAOY

\/

BAdGBN opydvou-cTdXOU
n
23 TTapAayovTeg Kivduvou

n
2A1 diapkelag >20 eTwyv

YWHAOY

~__

(-) BAGBnN opy. oTd)XOU
+

O1dpkela 210 £€1n

n
1 TTap. Kivouvou

<55 mg/dL

<70 mg/dL

METPIOY

~__

véol aofeveig
(ZA1 <35 gTwyv, A2 <50 eTWV)
+

didpkeia <10 eTwv
+

(-) dAAo TTOpP. KIVOUVOU

<100 mg/dL

Mach F. Eur Heart J 2020,41:111-188



To BepatreuTikO EAAsiypa otnv LDL-X avapéveTai
Va YiVEI aKOUN MEYOAUTEPO

Patients fulfilling any of the following criteria (not being on the LDL-
C target despite intensive/maximally tolerated statin therapy and eze-
timibe) should be considered to be at ‘extremely-high’ risk:

e Recurrent MI + previous vascular event in the last 2 years

e ACS + multivessel disease (MVD)

e ACS + polyvascular disease

e ACS + familial hypercholesterolaemia (FH)

e ACS + diabetes mellitus (DM) + at least one additional risk factor
(including hsCRP >3 mg/L and/or chronic kidney disease with eGFR
< 60 ml/min/1.73 m” and/or lipoprotein(a) > 50 mg/dl).

The extremely high-risk nature of this group demands a lower target
for LDL-C (< 40 mg/dl [1 mmol/1]). In order to minimise delay to

1

Banach M. Pharmacol Res 2021;166:105499

60%

CALLINICUS
Hellas Registry

55% pe OZZ gival akpaia
uynAou Kivéuvou

55.1%

Extremely high-risk

heFH Multivessel CAD  polyvascular M +
disease risk factor

Rallidis L. Kardiol Pol 2023,;81:1012-14



B) T1 veOTEPO UNApPXEI yia Ta TPIYAUKEPIdIa

Cardiovascular Risk Reduction with
Icosapent Ethyl for Hypertriglyceridemia

Eliot A. Brinton, M.D., Terry A. Jacobson, M.D., Steven B. Ketchum, Ph.D.,
Ralph T. Doyle, Jr., B.A., Rebecca A. Juliano, Ph.D., Lixia Jiao, Ph.D.,
Craig Granowitz, M.D., Ph.D., Jean-Claude Tardif, M.D., and
Christie M. Ballantyne, M.D., for the REDUCE-IT Investigators*

Deepak L. Bhatt, M.D., M.P.H., P. Gabriel Steg, M.D., Michael Miller, M.D.,

e 8179 a0B. ye KAN (70%) | ZA (60%) utro
oTartivn, ME TPIYA/dia 135-499 mg/dL
TuxalotroInenkav o€ 4 g icosapent ethyl vs placebo
X 5 €1

A Primary End Point

100+ 30+
Hazard ratio, 0.75 (95% Cl, 0.68-0.83) o

90 P<0.001 s
30 204 Placebgo..""

707 = Icosapent ethyl
60 10+ _4"..

50+

40+ 0

30+

Patients with an Event (%)
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10+ -

0 T T T T T
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Pleotropic Effects of Icosapent Ethyl

Endothelial function

4 NO production

4 Endothelium-dependent
vasodilation

¥ Reactive oxygen species

Plaque stability
¥ Plaque formation,
progression, and rupture
¥ Thrombosis
¥ Platelet activation
A Fibrous cap thickness

. Anti-inflammatory effects
& Proinflammatory
eicosanoids and
x ! cytokines
' Inflammatory cell
recruitment

Bhatt DL. N Engl J Med 2019;380:11-22

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

ethyl 2x2 g/day) should be considered in
194

combination with a statin.




Nooo sepapHOCIHN Eival auTn N ocuoTacn oTnv
KAIVIKN npa&n?

e Acv uttapxel okevaoua otnv EAAGOQ
(avapéveTal o€ 4-6 NAVEC)

e KooTo¢ unviaiag aywyng (Vascepa) 400 doA



vY) Ti1 veoTepo unapyel yia tnv Lp(a)

A e H Lp(a) = LDL + apo(a)
e e “TTa00AoyIKa eTTiTreda” >50 mg/dL n
125 nmol/L

1) ETritreda Lp(a) 6a mpétrel va TpoodiopilovTial TOUAAXIOTOV [ia popd

o€ 0Aouc Tou evnAikeg (lla)
2) Emitreda >180 mg/dL (>430 nmol/L) onuaTtodoTtouv Kivduvo

TTAPOMOIO JE TNV OIKOYEVN UTTEPXOANCTEPOAQIUIT



Lp(a) = x6 popég TTI0 aOnpoyovog Tng LDL

CENTRAL ILLUSTRATION Relative Atherogenicity of Lipoprotein(a) and Low-Density Lipoprotein Particles

Key Question

How atherogenic is 1 particle
of Lp(a) compared to 1
particle of LDL?

Key Methodology

Both Lp(a) and LDL contain 1
apoB per-particle. Here, we

that affected plasma levels of
either LDL particles or Lp(a)
particles. For these 2 genetic
SNP “clusters,” we related the
change in apoB to the respective
change in CHD risk. This way, we
directly compared the
atherogenicity of LDL and Lp(a),
particle for particle.

A

Genetic variants that raise apoB by raising Lp(a) Mendelian Randomization
£ 2 ~ O
&

ot/
ApoB in Lp(a)
vs CHDrisk

identified genetic variants (SNPs)

Genetic Effect on CHD Risk

Genetic Effect on apoB*

Genetic variants that raise apoB by raising LDL * apoB attached to either an LDL or Lp(a) particle

Take-Home Message: In most people, LDL particles are much more abundant than Lp(a)
and carry the greatest proportion of overall CVD risk; however, on a per-particle basis,
Lp(a) is about 6 times more atherogenic than LDL.

Bjornson E, et al. J Am Coll Cardiol. 2024;83(3):385-395.




2) NMPpAKTIKEG OONYIEC VIO TNV AVTIMETWITION TNG
UTTEPXOANOCTEPOAQIMIOG

Treatmemt of
Hyperchelesterolemia

Cholesterol




Ac6. TTOAU upnAou kivéuvou

[RESTAURANT
e

‘LLDL-X 50% Kai
<55 mg/dL

ﬁ’!‘

AcO. upgnAou Kivdbuvou

‘1,|-D|--X 50% Kai
<70 mg/dL

1) OAol o1 aocBeveig e KAPDIAYYEIQKD
vOooo

-ZN

- AEE

- KOPWTIOIKA VOO O

- TTEPIPEPIKN APTNPIOTTAOEIN

- AVEUPUO A KOIAIOKAG OOPTHG

2) NoocooT6 aoBevwyv pe ZA (BAGRN

opyavou-oT1oy, 23 TTap. Kivdouvou i ZA1

d1apkKelag >20 eTwV)
3) ZoBapn XNN (GFR <30 mL/min/1,73 m?)
4) FH + 1Tap. KIvdUvou

1) FH xwpig GAAo trap. Kivdouvou

2) O1 TrepioooTepol diapnTtikoi (ZA
Xwpic BAGBN opy. oTOXOU GAAA pHE 1
TTap. KIvOUuvou)

3) Métpia XNN (GFR 30-59 mL/min/1,73 m?)
4) SCORE 25 & <10%




AocoAoyia Kal UTTOXOANOTEPOAAIMIKA OpAON CTATIVWYV

AoBacTativn 10-80 mg AITAao100 66 5O0NG OTATIVWOV
mTpapaoTtarivn 20-80 mg

oiypaoTtarivn 10-40 mg

¢AouBacTarivn 20-80 mg

atopBaotarivn 10-80 mg emiTTAéov eAdTTwon LDL yoA
pooouBaaTarivn 5-40 mg KoaTd 6%

mraBaocTtartivn 1-4 mg
iIcoduvauia

5 mg pooou=10 mg aropfa=20 mg oiupa=40 mg
mTpaBa/Aoa=80 mg pAouBa=2 mg mmiTafa

40% gAatTwon tng LDL xoA



T1 unoAImdaipikn aywyn 0a 000&i o€ atopa NoAu
uypnAoU N uwnAouU kKivouvou?

loxupn oTaTtivn 0TN JEYIOTN AVEKT 00N

! !

AtopBaoTtarivn 40-80 mg PoooufacoTarivn 20-40 mg

| /
I

eAdtTwon LDL-x 250%

[Tpoooxn! Atropuyn upnAwyv 000EwWV O€ ATOoUa NAIKIag >85 eTwv



Av d¢ev gmiTeuxBei o oToX0G6 TNG LDL-YX pE upnAn d60on

ICXUPNG OTATIVNG? &\ '

gCeTIgiptTn 10 Mg

EmimrAéov eAdtTwon Tng LDL-x 15-20%

un emireuén oréyou i
(LDL-x >100 mg/dL + KAN) avaoToAéa PCSK9

EmitrAéov eAdtTwon Tng LDL-x 60%

Mach F. Eur Heart J 2020,41:111-188



3) MPAKTIKEG OONYIEC YIA TNV AVTIMETWITION TNG
UTTEPTPIYAUKEPIOAIMIOG

» | ®* Coagulation factors

Triglyceride-rich Triglyceride-rich Expression of
lipoprotein lipoprotein remnant ICAM1 and VCAM1

* Impairment of fibrinolysis
* Proinflammatory factors Y

» 0O O_'

Lipolytic * Endothelial dysfunction
products

> Platelet activation

and aggregation

Activated

Expression of PAI1 |

| Triglyceride-rich
lipoprotein remnants
penetrate intima

Cholesterol loading
and foam cell
formation

Plaque formation
and progression

Monocyte adhesnon
and activation

L Macrophage! j

>
Triglyceride-rich lipoprotein remnants — e - -
{ are taken up by macrophages oS o° S o > o > : ————= 0 > o S o S




Mapddoco TPIYAUKEPIOIWY

<500 mg/dL >500 mg/dL
PARADOX

XOdvyvd

2.UVOEOVTOl JE

2.uvoeovtal ye 2N )
TTAYKPEATITION



AocOevng HE auEnuéva TpiryAukepidia (>200 mg/dL)

ATTOKAEIONOG lITTaBwv aiTiwv
YyleiovodiaiTnTIKr TTapéupaocn

TpiyAukepidia 200-500 mg/dL

TpiyAukepidia >500 mg/dL

!

2TaTivn

!

Av 1a TpIyAukepidia
TTapapévouv >200 mg/dL

(01aBNTIKOC)

!

+ @aivo@iutrpaTn (l1b)

!

PiutrpdTn
+

w-3 ANITTapd oféa
(4 g nuePNOiwg)

Mach F. Eur Heart J 2020,41:111-188



Kavéva KAIVIKO 0@peAoG oTn HEAETN PROMINENT!

placebo x 3,4 €1n

e 10497 aropa pe ZA (67% pe KAN) utré otartivn JE:

- augnMéva TpiyAukepidia (200-400, didueon mipR 270 mg/dL)

- XapnAf HDL-xoA (<40 mg/dL, didueon 1iun=33 mg/dL kai

- LDL-xoA=78 mg/dL Tuxaiotroii@nkav o¢ mrepa@igmrpdarn 0,2 g x 2/nu vs

JPIvA katd 26%, A HDL-y katd 5%

100

90

80

70

60

50+

40

30+

Cumulative Incidence (%)

20

10

04
0

20

Hazard ratio, 1.03 (95% Cl, 0.91-1.15)
P=0.67

154

104

Pemafibrate

Placebo

Follow-up (yr)

EDITORIAL

The Fibrates Story — A Tepid End to a PROMINENT Drug

Salim S. Virani, M.D., Ph.D.

What do these findings mean for the future
of fibrates and other therapies that primarily
target triglycerides? First, fibrates should not be
used to reduce the risk of atherosclerotic cardio-
vascular disease among statin-treated patients,

Das Pradhan A. N Engl J Med 2022;387:1923-34

Virani SS. N Engl J Med 2022;387:199-2




4) Neec unoAINIOAIMIKEC OEpANEIEG

OepaTreieg [30(0|Z6p£vag og RNA

‘k

Inclisiran
(§ LDL-x 55%
{ ouveson PCSKY)

ORION-11: Efficacy a

Durable, potent and consistent effect over 18 months

Percent change in LDL-C over time — observed values ITT patients

i i i i

2 oa N
3 20 Time-averaged A 50% A 54%
é -40 —e
S 60

0 3 6 9 12 15 18

Months from start of treatment

P-value for placebo — inclisiran comparison at each time point <0.00001

N

b |
\B
\ P

(

Pelacarsen
VLp(a) 90%)

MTrep1TEO0IKO 08U
(¥ LDL-x 15-20%)

ge

Least-Squares Mean Percent Chan,
|

A Change from Baseline to PAT in Lipoprotein(a) Level
20

‘1'!

P= 0003

P< 0001 P< 0001
‘6 \~

-72 I

P<0.001 0001

ACSVLA1 Citrate
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x X HMG-CoA
@ <
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/
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Ray KK. N Engl J Med 2019; 380:1022-32

Ray K. N Engl J Med 2020;382:1507-19 Tsimikas S. New Eng J Med 2020;382:244-55



5) AVENIOUUNTEC EVEPYEIEC OTATIVOV

1) MuoTtrafsia (5%)
Kupia avetmiOupynTtn evépyeia
2) Au¢non spoaviong ZA (katda 10%)
Mot O10KOTT) OTATIVNG ETTI ENPaAvIOnG ZA
3) ACUNTTTWHATIKER auénon Tpavoaupivacwy (1-3%)
2TTAVIO AiTIO OIAKOTTG AYWYNS
(d1akoTTN) €dv Tpavoapivaceg >x3 AQD)



EninoAaopoc nniac rpavoagivacaipiac (5-10%)

AiTIO TTI0G ACUUTTITWHATIKAS aUENonNg TPAVOANIVOO WYV

NOooGg loTopIKO / EpyacTnpiakég eCETATEIS

Mn aAKoOAIKr) AITTwdNG vOO OGS ATTATOC | YTTEPNYXOoypda@nua avw KolAiag

KatavaAwaon aAKooA Tpavoauivaosg (SGOT/SGPT>2), yGT

ddpuaka NSAIDs, apiwdapovn, aAhotroupivoAn, SSRIs

Hiratimda B/ C HbsAg / ‘EAgyX0C avTICWUATWYV

Alpoxpwpuatwon (1:250) deppitivn (>200 pg/ml), Kopeopodg TpavaPeppivng (>50%)

C Prevalence in the
Uinited States: 25% of adults | 5-6% of adults | 1-2% of adults

25% HCC
_—4;‘> Cirrhosis
25%
m = i?%
B - —
Type 2 diabetes, Fat plus injury, Fat plus injury, Fat plus injury,
Western diet, inflammation, inflammation, inflammation,

and other factors and scarring and scarring scarring, and
mutation

No NAFLD,

75%

Dielh AM. New Engl J Med 2017,377:2063-7 Oh RC. Am Fam Physician 2017,96:709-15



O1 oTaTiveg au&avouv Tov Kivouvo gpgpaviong ZA
Ot ATOHA HE NAPAYOVTEG KIvOUVOoU via ZA
(MZ, AMZ =230 kg/m?2, glHb >6%, naB. gl vhoTeiac)

Risk for developing T2DM with rosuvastatin treatment according to the number of diabetes risk factors
in JUPITER

Event and Hazard Ratio Placebo (n = 8901) Rosuvastatin (n = 8901) Difference P-Value

New T2DM (All) 216 (2.4%) 270 (3.0%) +54 .01
New T2DM (0 DM RF) 12 (0.2%) 12 (0.2%) 0 .99
New T2DM (>1 DM RF) 204 (1.7%) 258 (2.1%) +54 .01

Maki KC. Cardiol Clin 2015;33:233-43



Is Myopathy the

Achilles’ Heel of Statins?
Difterences Between the New
Cholesterol Treatment Guidelines
and Everyday Clinical Practice

Rallidis L. JACC 2014,63:2300-1

176 studies
4,143,517 patients

Asian race Age
N25.4% N33.1%
Black race Age 2 65 years
129.3% \ / N™31.2%
Obesity R Female
1730.6% \ / NT.9%
Hypothyroidism Depression
N37.6% — A 312.2%
Diabetes mellitus o> ", Chronic liver disease
N26.6% N24.3%
Antiarrhythmics > ad N Chronic renal failure
N31.2% / \ N25.2%
Alcohol consumption , Calcium channel blockers
N22% 135.5%
Exercise High statin dose
N23.2% N37.5%

1

' . Arterial Duration of statin
( Sooxing J( hypertension JK therapy )

& y »
‘k White race ) kCaucasian race) ( Hispanic race j ( Warfarin )

Bytyci I. Eur Heart J 2022;00:1-16
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H puotrdBeia ekdnAwveTal cuvrBwe wg: r
® LUIKA AAYN (CUPPETPIKE, KATW >Avw '

akpa, eyyuq) & L%
e aduUvauia Ii
® UUIKEC KPAMUTTEC "
e ouVNOwWC uolohoyika etTitTreda CPK

7

AlakoTrn £1Ti
1) eppaviong «ocoBapwvy» pUaAyiwy avegdprnta atrd etitreda CPK
2) auvénong tng CPK >41mrAdacio A®

Bytyci I. Eur Heart J 2022;00:1-16
Rallidis L. Int J Cardiol 2012,159:169-76



50% TwV acBsvwyv He KAN dev eAapBavayv oraTivec!!

CENTRAL ILLUSTRATION Statin Use in 601,934 Patients With Atherosclerotic Cardiovascular Disease on
January 31, 2019

Study Population

601,934 patients with ASCVD Proportion on
Mean age: 67.5 £ 13.3 years high-intensity statin vs Odds of high
CeVD other statin vs no statin (vs other) intensity statin use

19.5%

More likely Less likely
69.2%

Female

Age 245

CeVD, PAD

4 Charlson comorbidity

Other statin
35.2% 27.6%

o BB

Statin usage on January 31,2019
+ 30 days W 275% 50-74% W<50%

Proportion of days covered

Nelson AJ, et al. J Am Coll Cardiol. 2022;79(18):1802-1813.




Supplementary Box 2 Tips to aid adherence to
multiple drug therapies

‘Agree on’ rather than ‘dictate’ a drug regimen with your patient, and tai-

lor it to his/her personal lifestyle and needs.

Back up verbal instructions with clear written instructions.

Simplify the dosing regimen and consider zl fixed-dose combination pill

where available.

Perform a regular review of medicines to minimize polypharmacy

(or ask the pharmacist to assist).

Encourage self-monitoring, and use cues and technologies to act as

reminders.

Provide information on common side effects and discuss

management Strategies.

Involve the partner, other family members, or the caregiver in the

patient’s treatment.

Mach F. Eur Heart J 2020,41:111-88



ZUMNEPACHATO

1) YioOeTeiTtal n npooeyyion “oco xapnAortepa eningda LDL-C
TOOO Kal HEYAAUTEPA KAIVIKG OPEAN"

2) ‘'OAo1 o1 upnAoU N NOAU uwnAoU KIvOUvVoU acBeveic npenel va
AauBavouv Ioxupn oTarivn

3) AnoO Ta VEOTEPA UNOAINISAINIKA CUVTOMO

EXOUME oTn O0100€0n Hacg To eveoipo inclisiran kai \ \
nePINEVOUME TO EPA kal pnepnedoiko o&u (po) /M
/,""



