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H YrepxoAnotepoAaipia wg MATKOZMIOZ NMapayovTtag
Kapdoiayyeiakou Kivdouvou
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H peiwon tng LDL-C CUOYXETICETAI JE MEIWON TNG
OAIKNG & KapOlayyelakKNG BvnoipoTnTag &
voonpoTNTaGg

H peiwon tou Kivduvou cuoxeTidetal e peiwon tng LDL-c katd 39 mg/dL: CTTC

ZuvoAIikn Zregaviaia EM + oTtepaviaiog Emreppdosig Oavarn@opo R un  Meifov ayyeiako
Ovnoiyétnta  BvnoipoTnTa 0dvarog gmavayyeiwong EYKEQAAIKO ouppav
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Mpooappoyn amdé Cholesterol Treatment Trialists’ (CTT) Collaboration. Lancet. 2005;366:1267-1278



[Mapouaoiaon MNeploTATIKOU

" ['uvaika, 65 ETWV PE IOTOPIKO AYYEIAKOU EYKEPAAIKOU ETTEICOOEIOU
TTPO OIUNVOoU.

= ApPTNPIAKN UTTEPTACN OTTO 4£TIOG UTTO Aywyn.

= All: 130/80 mmHg, BMI 23,5 kg/m?, TTepiPeTPOG pEONG 88cm.
= | DL: 90 mg/dl, HDL-C: 39 mg/dl, TpiyAukepidia: 141 mg / dL.
" Creat 1.2 mg/dL

= QAPPAKEUTIKI aywyn:

aoTmipivn 100mg 1*1, apAoditriv 10mg 1*1, papittpiAn Smg Pe
udpoxAwpobeialidon 25mg 1*1, atopfaoctarivn 40mg 1*1



NEEZXZ kateuBuvtipieg odnyieg yia TNV AVTIMETWTTION TG OUCAITTIOAIMIOG

ESCIEAS GUIDELIMES
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2019 ESC/EAS Guidelines for the management
of dyslipidaemias: lipid modification to reduce
cardiovascular risk
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The Task Force for the management of dyslipidasmias of the
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Katnyopieg kapdiayyeiakoU KivOUuvou

i i i i People with any of the following:
MoAu Ulpﬂ)\OU Kivduvou GGBSVSIG 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

1) Tekunpiwpévn KAN

2) 2A peripheral arterial disease. Unequivocally docu-

G) + B)\(’]Br] OdeVOU—O’T(')XOU mented ASCVD on imaging includes those findings
that are known to be predictive of clinical events,

revascularization procedures), stroke and TIA, and

such as significant plaque on coronary angiography
B) 23 TTAPAYOVTEG Kivouvou or CT scan (multivessel coronary disease with two

4

N major epicardial arteries having >50% stenosis), or
on carotid ultrasound.

2A1 didpkelag >20 eTwv

DM with target organ damage,” or at least three major
3) ZOBGPH XNN risk factors, or early onset of T1DM of long duration

(GFR <30 mL/min/1,73 m?2) (>20 years).

4) SCORE 210% Severe CKD (eGFR <30 mL/min/1.73 m?).
B A calculated SCORE >10% for 10-year risk of fatal

5) FH + mTapdayovra Kivdouvou CVD.
FH with ASCVD or with another major risk factor.

European Heart Journal (2019) OO,



KaTtnyopiec Kapdiayyeiakou KivOuvou

YynAou kivbuvou aobeveig

1) Ekoeonuaopuéva emTitreda evog High-risk
TTapAayovTta Kivouvou

2) 2A xwpic BAABN opy. otdxou

aAAa pe diapkeia =210 €1n R e 1

TTap. Kivouvou

3) Métpia XNN (GFR 30-59
mML/min/1,73 m2)

4) FH xwpic TTapdayovTta Kivouvou

5) SCORE 25 & <10%

European Heart Journal (2019) OO,
178doi:10.1093/eurheartj/ehz455

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.



SCORE Cardiovascular Risk Chart
10-year risk of fatal CWVD
Low-risk regions of Europe
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Recommendations for cardiovascular disease risk EAS ‘) @ ESC

EStlmatlon European Society
of Ca rdiﬂloqv
Recommendations Class Level

Total risk estimation using a risk estimation system such as SCORE is
recommended for asymptomatic adults >40 years of age without

C
evidence of CVD, DM, CKD, familial hypercholesterolaemia, or LDL-
C>4.9 mmol/L (>190 mg/dL).
|t 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, c

or a high SCORE risk. It is recommended that such patients are
considered as a priority for advice and management of all risk

factors.

Risk scores developed for the general population are not C
recommended for CVrisk assessment in patients with DM or FH.

2015 ESC/EAS Guidelines for the management of dyslipidaemias: lipid modification to reduce

DESC

www.escardio.org/guidelines
cardiovascular risk (European Heart Journal 2019 -doi: 10.1093/eurheartj/ehz455)




Intervention strategies as a function of total EAS @
cardiovascular risk and untreated low-density
lipoprotein cholesterol levels

Total CV Untreated LDL-C levels

rlﬂ{SCGREJ <| 4 mmoliL ldto<lEmmolll 18to<lémmoll  26to<3Ommoll 3.0 to <49 mmoliL =49 mmol/L
(55 mg/dL) (55to<f0mgdl) (T0to<l00mgdl) (I00to<llémgdl) (l6to<I90mgdl) (= 190 mgldl)

Lifestyle Lifestyle intervention
intervention, :
Iuw rlsk consider adding drug nd ﬁﬁ:ﬂﬁ:*"ﬂ
if uncontrolled

Class*{Level llalA lla /A

zl to <5, or Lifestyle intervention, Intﬁ?tllim Lifestyle intervention
moderate risk consider adding drug if consider adding drug and concomitant drug
uncontrolled f uncantrollad intervention

Class*/Level® llalA llalA lla /A

=5 to <10, or Lifiestyle intervention, Lifﬁtﬂt intervention Lnﬂle intervention | Lifestyle intervention
high- risk TN LT and concomitant drug | and concomitant | and concomitant drug
if uncontrolled intervention drug intervention intervention
VA IFA A

Class'/Level”  lla/A lla/A llaiA

=10, or at
very-high risk e Lifestyle intervention | Lifestyle intervention

Lifestyle

due to a risk

and concomitant drug | and concomitant drug
condition i i '

consider adding drug
if uncontrolled

Class/Level®  lla/B /A

IiA
intmntbn Lifestyle intervention | Lifestyle intervention | Lifestyle intervention | Lifestyle intervention | Lifestyle intervention
Very-high risk consider ad dI and :unculrltant and con tdrug and concomitant drug and concomitant | and concomitant drug
drug ffu | drug interventi intervention intervention drug intervention intervention
IiA

ClassfLevel”  lla/A




OepatreuTikoi oToxo! yia TNV LDL-C avaAoya pe Tov KapdIayyEIaKO KivOuvo

Treatment goal
for LDL-C » SCORE <I%

+ SCORE =1% and <5%
* Young patients (T DM <35 years;
T2DM <50 years) with DM duration

|:3|. ?ﬁmmn;?gli <0 years without other risk factors

* SCORE =5% and <1 0%
. * Markedly elevated single risk factors, in
(100 mg/dL) particular TC =8 mmel/L (310 mgidL) or
LDL-C =4.9 mmeol/L (190 mg'dL) or
BP =180/1 10 mmHg
* FH without other major risk factors
* Moderate CKD (eGFR. 30-59 mLimin)
* DM wib target organ damage, with DM
duration =10 years or other addidonal risk factor

1.8 mmol/L « ASCVD (clinicallimaging)
(70 mg/dL) « SCORE =10%
& =50% « FH with ASCVD or with another

reduction major risk factor
« Severe CKD (2GFR <30 mL/min)

from -

« DM & target organ damage: =3
baseline .4 mmol/L major risk factors; or early onset of
(55 mg/dL) T1DM of long duration (=20 years)

Low Moderate i Very high

European Heart Journal (2079) OO0,




Epgavion yia mpwTtn @opd Tou otoxou: LDL-C <40 mg/dL

NEW
2019

Recommendations Class® Level®

In secondary prevention for patients 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) are recommended.”* 117120

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.**

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.''*1%°

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.***

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.

European Heart Journal (2019) OO,
178doi:10.1093/eurheartj/ehz455
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BaolikéEC apx€EC UYIEIVOOIAITNTIKAG TTapEuBaong

e AIGKOTT KATTVIOMOTOG

YmroAImdaiyikn Siaita (Trtwyxn o€ (WIKA AiTrn Kal trans AlItrapd
0&EQ, AUCNMEVN O€ QUTIKEG IVEG)

KatavaAwon TPo@wV EUTTAOUTIOHEVWYV ME QUTIKEG
OTEPOAEG/OTAVOAES (AVAMEVETAI VA NEIWOOUV TNV LDL XOANOTEPOAN
Katda ~10%)

AttwAcia Bapoug (peiwon Katd 10% péoca o€ 6 HAVEG)

2WMATIKN aoknon (yia Trapadsiypa yprpyopo Badicua 30°-
60’ /nUEPA TIG TTEPICCOTEPEG NMEPES TNG EBOOMGDOG)

Hellenic Journal of Atherosclerosis 2014;5(3): 151-163 14



O1 oTaTiVES TTOU KUKAO@OPOUV oTnV EAAGOQ

XTaTivn Aocoloyiké €Upog
AtopBaaTarivn

AofaaTarivn

MiTaBacoTarivn

[pafaaoTarivn

PooouBaarTarivn

2 IBaaTarivn

®AouPaatarivn

EmrpooBeTa KukAo@opouv ol otaBepoi ouvduaouoi oiyBaoTtativng pe eCeTipitn (10/10, 10/20 kar 10/40 mg),
atopBactartivn pe €CeTipiptrn(10/10, 10/20, 10/40 mg), TpaBacTtativng pe @aivoiutrparn (40/160 mg), kabwg
Kal o1upacTaTivig HE @aIvo@IUTTPATN (20/145 kai 40/145 mg).

Hellenic Journal of Atherosclerosis 2014;5(3): 151-163
15



Meiwon tng LDL-C avaAoya pe Tn 000N TWV 2TATIVWV

Table 3. 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 Statn Therapy

Daily dose lowers LDL-C on

average, by approximately =30%

Daily dose lowers LDL-C on
average, by approximately 30% to
=30%

Daily dose lowers LDL-C on
average, by <30%

Atorvastatin (407)-80 mg
Rosuvastatin 20 (40) mg

Atorvastatin 10 (20) mg
Rosuvastatin (3) 10 mg
Simvastatin 20-40 mg?
Pravastatin 40 (§0) mg
Lovastatin 40 mg
Fluvastatin XL §0 mg
Fluvastatin 40 mg hid
Pitavastatin 24 mg

Simvastatin [0 mg
Pravastatin 10-20 mg
Lovastatin 20 mg
Fluvastatin 2040 mg
Pitavastatin | mg

Gau G, Mayo Clinic Cardiovascular Review
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XOPHI'HZH TQN NIO ANOTEAEZMATIKQN
2TATINON 2E YWHAEX AOZEIZ NMOY FINONTAI
KAANA ANEKTEZ:

« ATORVA 40-80mg/d
« ROSUVA 20-40mg/d

MEIQZEIZ THZ TAZHX TOY 50%




EUROASPIRE IV - AcBeveig o
UTTOAITTIOQIMIKN BEpaTTEia
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EUROASPIRE IV
Aofeveic pe LDL-c > 100 mg/dL

LDL cholesterol >i0ORle/fs]
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[Mapouaoiaon MNeploTATIKOU

" ['uvaika, 65 ETWV PE IOTOPIKO AYYEIAKOU EYKEPAAIKOU ETTEICOOEIOU
TTPO OIUNVOoU.

= ApPTNPIAKN UTTEPTACN OTTO 4£TIOG UTTO Aywyn.

= All: 130/80 mmHg, BMI 23,5 kg/m?, TTepiPeTPOG pEONG 88cm.
= | DL: 90 mg/dl, HDL-C: 39 mg/dl, TpiyAukepidia: 141 mg / dL.
" Creat 1.2 mg/dL

= QAPPAKEUTIKI aywyn:

aoTmipivn 100mg 1*1, apAoditriv 10mg 1*1, papittpiAn Smg Pe
udpoxAwpobeialidon 25mg 1*1, atopfaoctarivn 40mg 1*1
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Moia gival Ta 1I0aVIKA OpIa-CTOXO! Yia TNV TIMA TG LDL

OTIN OUYKEKPIMEVN aOBEeVN;

a) <55 mg/dL
b) <70 mg/dL
c) <100 mg/dL
d) <116 mg/dL

21



Katnyopieg kapdiayyeiakoU KivOUuvou

i i i i People with any of the following:
MoAu Ulpﬂ)\OU Kivduvou GGBSVSIG 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

1) Tekunpiwpévn KAN

2) 2A peripheral arterial disease. Unequivocally docu-

G) + B)\(’]Br] OdeVOU—O’T(')XOU mented ASCVD on imaging includes those findings
that are known to be predictive of clinical events,

revascularization procedures), stroke and TIA, and

such as significant plaque on coronary angiography
B) 23 TTAPAYOVTEG Kivouvou or CT scan (multivessel coronary disease with two

4

N major epicardial arteries having >50% stenosis), or
on carotid ultrasound.

2A1 didpkelag >20 eTwv

DM with target organ damage,” or at least three major
3) ZOBGPH XNN risk factors, or early onset of T1DM of long duration

(GFR <30 mL/min/1,73 m?2) (>20 years).

4) SCORE 210% Severe CKD (eGFR <30 mL/min/1.73 m?).
B A calculated SCORE >10% for 10-year risk of fatal

5) FH + mTapdayovra Kivdouvou CVD.
FH with ASCVD or with another major risk factor.

European Heart Journal (2019) OO,



OepatreuTikoi oToxo! yia TNV LDL-C avaAoya pe Tov KapdIayyEIaKO KivOuvo

Treatment goal
for LDL-C » SCORE <I%

+ SCORE =1% and <5%
* Young patients (T DM <35 years;
T2DM <50 years) with DM duration

|:3|. ?ﬁmmn;?gli <0 years without other risk factors

* SCORE =5% and <1 0%
. * Markedly elevated single risk factors, in
(100 mg/dL) particular TC =8 mmel/L (310 mgidL) or
LDL-C =4.9 mmeol/L (190 mg'dL) or
BP =180/1 10 mmHg
* FH without other major risk factors
* Moderate CKD (eGFR. 30-59 mLimin)
* DM wib target organ damage, with DM
duration =10 years or other addidonal risk factor

1.8 mmol/L « ASCVD (clinicallimaging)
(70 mg/dL) « SCORE =10%
& =50% « FH with ASCVD or with another

reduction major risk factor
« Severe CKD (2GFR <30 mL/min)

from -

« DM & target organ damage: =3
baseline .4 mmol/L major risk factors; or early onset of
(55 mg/dL) T1DM of long duration (=20 years)

Low Moderate i Very high

European Heart Journal (2079) OO0,




[M6co @IKTN 1 EUKOAN €ival N ETTITEUEN TWV CTOXWV,
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DYSIS Il - INTERNATIONAL

Atherosclerosis 266 (2017) 158166

Contents lists available at ScienceDirect

Atherosclerosis

journal homepage: www.elsevier.com/locate/atherosclerosis

Cholesterol target value attainment and lipid-lowering therapy in @Cmssm
patients with stable or acute coronary heart disease: Results from the
Dyslipidemia International Study I

Anselm K. Gitt * ™", Dominik Lautsch ¢, Jean Ferrieres ¢, Gaetano M. De Ferrari ¢,
Ami Vyas ', Carl A. Baxter & Lori D. Bash ¢, Veronica Ashton ", Martin Horack °,
Wael Almahmeed “/, Fu-Tien Chiang ¥, Kian Keong Poh "™, Philippe Brudi
Baishali Ambegaonkar ©



EAANVIKA atroteAéopaTta DYSIS II:

Movo 1o 26, 5 % tTwv acBsvwv pe IN

Attainment of Cholesterol Target Values in Greece: Results from the

Dyslipidemia International Study I1

Bpiloketal evtog Oepamneutikol otoxov yia tnv LDL-C

40.0%
35.0%

i

S 25.0%

o 20.0%

&
£ 15.0%

3
£ 10.0%

a .
5.0%

0.0%
LDL-C <70 mg/dL

Liberopoulos E., Rallidis L. et al. AMS. DOI:10.5114/aoms.2018.73961

W Statin monotherapy

m Non-statin monotherapy
Statin + ezetimibe
Statin + other non-statin

1.8% 0.4%

W Atorvastatin

W Simvastatin

m Rosuvastatin
Pravastatin
Other

MapéAo 1Tou 10 77,5 % TWV a0BeVWV
Aaupdavel povoBepartreia Pe oTaTivn.
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EAANVIKA atroteAéopaTta DYSIS II:
Mavo 1o 25% twv acBevwyv pe 0%, BplokeTal EVIOG
Oepamneutikol otoxov yia tnv LDL-C
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Admission
LDL-C <70 mgidL

Admission Follow-up

MNapoAo nou nepinovu to 90% Twv acOevwv
AapBavel povoBepaneia pe otativn.

Liberopoulos E., Rallidis L. et al. AMS. DOI:10.5114/aoms.2018.73961
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The lower the LDL-C achieved, the lower the
NtS

risk of CV eve

TNTLa

Rate of major CV events

[N
~
L

2106

P<0.0001

[y
N
1

90-<106

=
~ (2] o (]
1 1 1

% of Patients With Major CV Events
N

(e}
1

LDL-C (mg/dL)

P value for trend across LDL-C

Cumulative Incidence

0.08 -

o
o
&)

1

0.04

o

o

N
1

0.00 ===

JUPITER?P

Time to occurrence of major CV events

== Placebo
== LDL-C >50 rosuvastatin

LDL-C <50 rosuvastatin

P for trend <0.0001

1 2 3 4
Follow-up (Years)

PROVE-IT3¢

Hazard ratio of primary endpoint

|
HeDlee .4— Referent
-
=
(@]
E >60-80 0.80 (0.59, 1.07)
% |_._.|
-
-
kS 0.67 (0.50, 0.92)
> —|

g >40-60 [l
=
e
(8]
<

<40 —f}— 0.61 (0.40, 0.91)

U 1

Lower Better Higher Better

w N

aRCT in patients with stable coronary disease. Major CV Events = death from CHD, nonfatal non-procedure-related Ml,
resuscitation after cardiac arrest, or fatal or nonfatal stroke. PRCT of patients with LDL-C <130 mg/dL, high-sensitivity C-reactive
protein =2.0 mg/L, and no history of CVD or diabetes mellitus. Major CV events = CV death, MI, stroke, arterial revascularization,
or hospitalized UA. *post randomization LDL-C. °RCT in patients with stabilized ACS. Primary composite endpoint of death, MI,
stroke, revascularization, and UA requiring hospitalization.
ACS, acute coronary syndrome; CHD, coronary heart disease; CV, cardiovascular; CVD, cardiovascular disease; LDL-C, low-
density lipoprotein cholesterol; MI, myocardial infarction; RCT, randomized controlled trial; UA, unstable angina.

LaRosa JC, et al. J Am Coll Cardiol 2007;100:747-52.

Hsia J, et al. J Am Coll Cardiol 2011;57:1666-75.

Wiviott SD, et al. J Am Coll Cardiol 2005;46:1411-6.
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E=ATOMIKEYZH YINOAIMIAAIMIKHZ AI'QIrHz

FTOXOZ EMIAIQKOMENH
LDL CHOL (mg/al) AFQrHE METABOAH

- -

920 <55 >35%
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OEPATIEYTIKEZ ENMIAOIEXZ

1. ZuvEXion aywyng

2. AAN\ayn oe atopfaocTtartivn 80 mg
3. AAN\ayn oe poooufaoTtativn 40 mg
4. NMpoodnNkn CETINIMTTNG

5. Mpoonkn PCSK-9 avaoToAEwv




TITAOMNOIHZH 2E ATOPBAXTATINH 80mg



O kavovag Tou 6% yia TIG oTATIVES: OITTAACIAOHMOS TG OO0 NG
TNG OTATIVNG ATTOPEPEI HOVO 6% ETTITTAEOV PJeEiwon TG LDL-C

AoBevii¢ e AEE kou LDL-xoA=90 mg/dL umré
& atoppacTarivn 40 mg ‘v

80 mg aropfacTarivny: LDL-C: 84 mg/dL

O—f% Helwon ,
.E% HELWON
= $6% nelwon

Meilwon tng LDL-C (%)

A 4

0) 10 20 30 40 50 60 70 &0
2tativn (mg)

Hypothetical clinical case

Knopp RH et al N Engl J Med 1999;341:498-509; Stein E Am J Cardiol 2002;89(suppl):50C-57C.
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NEW
2019

Total CV risk assessment
See Table 4

In selected low- and moderate-risk patients Baseline LDL-C levels

Risk modifiers
imaging (subclinical atherosclerosis)
Risk Reclassification?

Indication for drug therapy!

See Table 5
| 0 @ !

|
| _ |
Define treatment goal ' Lifestyle advice /
See Table 7 . Lifestyle intervention

I T
High potency statin at highest
recommended /

L tolerable dose to reach the goal )

-~

European Heart Journal (2019) OO,



AAANATH ZE POZOYBAZTATINH



Effects of Rosuvastatin Versus Atorvastatin, Simvastatin,
and Pravastatin on Non-High-Density Lipoprotein
Cholesterol, Apolipoproteins, and Lipid Ratios in Patients
with Hypercholesterolemia: Additional Results from the
STELLAR Trial

Peter H. Jones, MD,! Donald B. Hunninghake, MD,*” Keith C. Ferdinand, MD,?
Evan A. Stein, MD,* Alex Gold, MD,® Richard J. Caplan, PhD.,® and

James W. Blasetto, MD,? for the Statin Therapies for Elevated Lipid Levels
compared Across doses to Rosuvastatin (STELLAR) Study Group®

Dose (mg) Dese (mg)
10 25‘. 40 a0

1 J

o

L
=

Simvastatin
b

[
1T.8%

R
[(1.5%) 16.2%
! |1.'T'-"ﬁ.|" 12.3%

——i . (1.5%)"
1

s Atorvastalin
'\—\__-_\_\-_-\_
1"-\—\_._\_\___! [l:l.l".‘":-|'
Rosuvastatin

|
o
=]

Least squares mean % change
&
=

Least squares mean % chargi
g
=3

Laast squares maean ¥ change

Rosuvastatin Rosuvastatin

m
1,
<

C

FIGURE 2. Least-squares mean [SE) percentage changes from baseline in LDL cholesterol at week &, and mean differences (SE| across
the dose ranges from the analysis of covariance (versus atorvastatin and pravasiatin) and analysis of variance [versus simvasiafin)
for {A) rosuvashatin versus alorvastafin (95% confidence interval 6.8% to 9.7%), (B) rosuvastatin versus simvastatin, and (C) rosuvasia-
tin versus pravastatin (95% confidence interval 24.4% to 27.5%). *p <0.001. (The difference across the dose ranges for the rosuvas-
tatin vs simvaskatin comparison could not be calculated, because the slopes were nonparallel.)

CLINICAL THERAPEUTICS®/VoL. 26, No. 9, 2004



AoBevnc pe AEE kai LDL-xoA=90 mg/dL uté artopfaocTtartivn 40 mg

AAAayn o€ 40 mg poooufBacTartivn: LDL-C: 82 mg/dL
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( High potency statin at highest A
recommended /
tolerable dose to reach the goal

LDL-C goal reached?

5

J

-0

@-
Follow-up

Annually, or more frequently f Add ezetimibe
if indicated ) i

|
[
|
|

LDL-C goal reached!?

|
|
! —
-0 1,
|
Follow-up I

r P “ | * Primary prevention: patients with
Annl.nlly,; ;l;lr:l;r;jequenﬂ)' l-\, Add PCSK9 inhibitor /' FH and another major risk factor

(very-high risk)

» Secondary prevention (very-high-risk)

» | * Primary prevention: patients at
very-high risk but without FH
(see Table 4)

Consider adding
PCSK9 inhibitor

European Heart Journal (2019) OO,



[MPO2OHKH EZETIMIMMNHX



H rpooBnikn eleTipiptTNG o€ oTatlvn peiwvel karta 20-25% Ta
etrlmeda Tng LDL-c évavTi povoBepaTtreiag pe orarlvn.

Enineba
avadopac
yEe
Beparneia
oTartivng

KOTO TI

SOUGDQa B 08 Olywion LE TQ
EMNedHa av GPoOac TIOU EXOLN

ECETIHIPTIY 10 mg +
) orarivn (n=379)

OTOTNWTG

=)
o]
=
=
&5
=
s
&
-
d
ey
-

enmewnSe] ue SEpanein

enmesa T LDL-C

el

Gagné C et al. Am J Cardiol 2002; 90: 1084-1091




IMPROVE-IT: H eAattwon TnG LDL-C YE TV

npooOnkn e(eTINIMNNCG OE OTATIVN) OUVOOEUETAI ANO
KAIVIKO OpEAOG

LDL-C and Lipid Changes

myilf Primary Endpoint — ITT

%&VH/

100

90

Mean LDL-C (mg/dL)

50 -

40 -

80

70 -

60 -

1 Yr Mean LDL-C TC TG hsCRP
Simva 69.9 1451 1371 481 38
EZ/Simva 53.2 125.8 120.4 48.7 33
“Ainmg/dL -16.7 -19.3 -16.7 +0.6 05
— ey 8
* 2 2 70/ Median Time avg
o (-] 69.5 vs. 53.7 mg/d\.
e _—-___.-—l——..
QE R 1 4 8 12 16 24 36 48 60 72 84 96

Time since randomization (months)

EAdTTwon LDL-C kata

> EAGTTWON

ATOAUTN eAdTtTwon LDL-C kata

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

%07 1R 0.936 C1 (0.887, 0.988) Simva — 34.7%
p=0.016 2742 event 6,4%

__ a0l NNT= 50
2
°
©
e 20 EZ/Simva — 32.7%
E 2572 events
>
(T}

10 1

0 1 2 3 4 5 6 7

Time since randomization (years) 7-year event rates

TOU OXET. KIVOUVOU
eAatTwvel Ta KAA ~

Cannon CP. N Engl J Med 2015;372:2387-9740



SUykpion MeAéTnc IMPROVE-IT vs.
CTT pera-avaAuonc: 'OpeAoc ECeTiHIRNNG

IMPROVE-IT

L]
=
2
(1|
-
S
=
Le ]
L7 ]
L
-
|-
2
-]
=
e
[=]
@
-
]
o
E
=
=
o
=
o=

0.5 1.0 1.5
Reduction in LDL Cholesterol (mmol/liter)

‘MeiCova Ayyeaka Emreiaddia:KA 8dvartog, MeiCov kapdiakd auuBdv (un 6avarn@oépo EM, ate@aviaia emavayyeiwan TouAdyioTtov 30 nuépeg
META TNV TUXQIOTTOINGN), UN BavaTn@opo ayyelakd eykKeQaAIko e1eicodIo (AEE) dnA. d¢ repiAauBavetal n voonAcia yia actabr) atnBdyxn

To péyeBog Tou TTAQICIOU TTOU avTioToIxei oTn HEAETN IMPORVE-IT gival avdAoyo Tou apiBuoU Twy eKBATEWY TNG HEAETNG

21nv IMPROVE-IT, n dia@opd otnv LDL petagl Twv opddwyv uttoAoyioTnke wg n dia@opd Twyv emmmedwy TNG LDL-C aT1o 1 £10G O0TOUG 0GOEvEig
TTou UTTAPXE Ogiyua pe TNV TiWA TNG LDL-C katd Tnv TUXAIOTTOINGN OTOUG aoBeveig TTou Oev UTTAPXE Ociyua, ixe xabei i eixav atrofiwael

Cannon C et al, June 3, 2015, http://www.nejm.org/ DOI: 10.1056/NEJM0al1410489
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Moid 6a ATav n KATdAAnAn Tpotrotroincn oTNV
UTTOAITTIOAIMIKN ayWwyn TNG aocBevoug £€T01 WOTE

VO TTETUXOUUE TIG ETTIOUUNTES TIMEG-OTOXOUG;

a)xopriynon aroppBaotativng 80 mg
b)AAAayr) o€ poooufacTaTtivi 40 mg

C)TTPOOCONAKN ECETINIMTTNG
d)PCSK-9 inhibitors

42



ETTITUYXAVOVTOC TOUG OTOXOUG

1. ATORVA 80 mg: W LDL CHOL katd 6%
(84 mg/dL)

2. ROSOUVA 40 mg: ¥ LDL CHOL katé 8%
(82 mg/dL)

3. EZE/ROSOUBA 10/40 mg: W LDL CHOL
KaTta 26% (69 mg/dL)




Mwe¢ Ba ocuvexioete TRV UTTOAITIOAIMIKA AYWYA;
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YmoAimodigikn aywyrn

, , 2T100£p0C oUVOUOOUO
EAeUBepoc ZuvOuaouog POS HOS
POGOUBC(GT_?TIVI‘] 40 mg PocouBaotartivn/eletipiynn 40/10 mg

ECetipipmn 10 mg
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Fixed-vs free-drug combination on the risk of
medication non-compliance

Hy parieevdive Colwrt Rizk ratio

- {35% C
Study (95% CI)

Dezii CM of al, 2000 0.74{ 0.65, 0.84)

Dezii CM et al, 2000 0.71{ 0.62, 0.80)

NDC Dataset, 2003 0.B1(0.77, 0.85)

Taylor A& ef al, #5003




HORMONES 2016, 15(1):5-14

Expert Consensus

Expert consensus on the rational clinical use of proprotein
convertase subtilisin/kexin type 9 (PCSK9) inhibitors

Apostolos Achimastos,’ Theodoros Alexandrides,” Dimitrios Alexopoulos,’

Vasilios Athyros,* Alexandra Bargiota,’ Eleni Bilianou,® Christina Chrysochoou,’
Evridiki Drogari,® Moses Elisaf’,” Emanouel Ganotakis,'® loannis Goudevenos,!
loannis loannidis,’? Genovefa Kolovou,** Vasilios Kotsis,'* loannis Lekakis,®
Evangelos Liberopoulos,’® Andreas Melidonis,'” Vasilios Nikolaou,*® George Ntaios,*
Nikolaos Papanas,” Stavros Pappas,’’ Christos Pitsavos,”” Loukianos Rallidis,”
Dimitrios Richter,? loannis Skoumas,” Nicolaos Tentolouris,?® Dimitrios Tousoulis,”
Alexandros Tselepis,”® Konstantinos Tsioufis,” Dimitrios Tziakas,*®

Konstantinos Tziomalos,* Panagiotis Vardas,” Charalabos Vlachopoulos,®
Dimitrios Vlahakos*




'CANDINDATE PATIENTS |

1. ESTABLISHED CVD + LDL -C = 100 mg/dL (2.6 mmol/L) |

2. DIABETICS WITH ESTABLISHED CVD OR CKD OR
TARGET ORGAN DAMAGE + LDL-C 2 100 mg/dL
(2.6 mmol/L)

3. FH PATIENTS + LDL-C 2 130 mg/dL (3.4 mmol/L)

4. HIGH OR VERY HIGH RISK PATIENTS (HELLENIC
SCORE > 5%

OR >10%, RESPECTIVELY) WITH DOCUMENTED STATIN
INTOLERANCE + LDL-C 2 130 mg/dL (3.4 mmol/L) OR 2
100mg/dL (2.6 mmol/L), RESPECTIVELY

z“F‘P”“;u (Consensus) e18iKeV - 9

yia tnv opBoloyikn Yopnynon
Twv-avacToAeéwv tng PCSK9

D’

ON MAXIMUM TOLERATED
HIGHINTENSITY STATIN
(ATORVASTATIN 40/80 mg
ROSUVASTATIN 20-40 mg) +
EZETIMIBE 10 mg

ON MAXIMUM
TOLERATED

HYPOLIPIDEMIC
TREATMENT

HELLENIC JOURNALOF ATHEROSCLEROSIS ‘o = @B
Official Publication of the Hellenic Atherosclerosis Society
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Avapuevopeva KAIVIKA o@EAN atTd TN BepaTtreia PE UTTOAITTIOAIMIKES
OepaTtreieg

Intensity of lipid lowering treatment

Treatment Average LDL-C reduction

* Ta avapgevOopeva KAIVIKA o@EAN
gCapTwvTal ATro:

- Tnvioxu TnG Bepartreiag
- To emimedo 1nG LDL-C katd TNV
Evapen

% reduction LDL-C Baseline LDL-C
- Tnv avauevouevn atréAuTn heEiwon

Tr]g LDL'C | Absolute reduction LDL-C I

- Tov EKTINWMEVO KiVOUVO TNG —17
aBnPOoOKANPWTIKAG KAPOIAYYEIOKAG o —
vOoou #

Absolute risk reduction

European Heart Journal (2019) OO,
178doi:10.1093/eurheartj/ehz455 .



2016 ESC/EAS Guidelines for the Management

of Dyslipidaemias

2UMHOP®PWOoN oTNV aywyn

2nHEla KAEIOIA Yid TN CUPHOPW WO acOevwy
UTTIO MOAAQTIAN (PAPHAKEUTIKI Aywyn

“Yuppwvia” pe Tov acbevn mapd “umayopsuon’ evog BepameuTikou
oXAUatog avaioya e tov Tpomo {wNg ToU Kal TIC CUVNOEIEC TOoU.

YmootnplEn Twv mPowWopIKwy o0Nylwy amo cageic ypamteg odnyleg.

AmAomoincn tou 60G0AOYIKOU GXNHUATOG Kdl XpRon “moAuxamiou’ eav
gival olab€oipo.

TakTIKA avackomnon tng @ApHAKEUTIKNG aywyng yla tnv eEAAELYN TOU
(PALVOHEVOU TNG «TTOAU@ApHAKIAC>.

EvOdppuvon Tou autoeAEYXOU Kal XpNon cUYXPOoVwY TEXVOAOYLWY Yld TNV
utreveupion Anyng tTng aywyng.

Mapoxn TANPo@opPLWY Yid TMOAVEC TAPEVEPYELEC Kal TOavoug TPOTTOUC
olaxeiplong..

EUTTAOKN TwV UTTOAOLTTWY HEAWY TNG OIKOYEVELAG oTn OlaxXeiplon Tou
aodevn).

Adapted from European Heart Journal doi:10.1093/eurheartj/ehw272
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2019 ESC/EAS Dyslipidaemias Guidelines: kUpia pnvopata

1. XaunAétepol otéxol LDL-C 2. Augnpévn goTiaon oTn CuVvOUAOMEVN
Oepatreia

T Clas
Goals for LDL-lowering: Main changes from 2016 to 2019 Pharmacological LDL-C lowering Slla

Risk category LDL goals (starting with untreated LDL-C)

If the LDL goal is not reached, statin combination with a cholesterol

absorption inhibitor should be considered.

Very-high-risk <1.8 mmol/L (70 mg/dL) <1.4 mmol/L (55 mg/dL)
% | if LDL-C 1.8-3.5 and >50% |
(70 - 135 ma/dL)
High-risk <2.6 mmol/L (100mg/dL) <1.8 mmol/L {70 mg/dL) Pharmacological LDL-C lowering
>50% | if LDL-C 2.6-52 and >50% | ] ] . ;
(100 - 200 mg/dL) If the goals are not achieved with the maximum tolerated dose of statin,

Moderate-risk <3.0 mmol/L (115 mg/dL}) < 2.6 mmol/L {100 mag/dL) el et ezetinm.

Class |

Low-risk <3.0 mmol/L {115 mg/dL) <3.0 mmol/L (115 mg/dL)

<1.0 mmol/L (40 mg/dL) for patients with ASCVD who experience a second with a PCSK9 inhibitor is recommended.

vascular event within 2 years (not necessarily of the same type as the first For very-high-risk FH patients (that is, with ASCVD or with another
event) while taking maximally tolerated statin-based therapy, an LDL-C

goal of <1.0 mmol/L (<40 mg/dL) may be considered. major risk factor) who do not achi T 203k S maximi

THT S =4 combination with a PCSK9

tolerated dose ©

inhibitor is recommended.

European Heart Journal (2019) 0O,
178doi:10.1093/eurheartj/ehz455 51



2UUTTEPAOUOTA

XapnAa emimeda tng LDL-C ouoyeTiovral ME pEIWON TWV
KAapOIOYYEIOKWY CUMBOHATWY.

O1 orartiveg amoteAoUv TRV TPWTN EMIAOYA YIa TV EMITEUEN
TOU otoyou ™G LDL-C.

ApkeToi 000eveic Oev KOTAPEPVOUV VA ETTITUXOUV TO OTOXO TNG
LDL-C mapd Tn xopAynon tng HEYIOTNG AVEKTG OOONG IO0XUPNG
oTaTivng, 10iwg o€ aodeveic uwnAou kapdiayyelakoU Kivduvou i Kal
HE oIKoyevn utrEpXoAnoTepoAaipia aAAG Kal o€ aoBeveic pe
ducavedia OTIC OTATIVEG.

XTOUG aofeveic autoUuc n Xopaynon tnG E(ETIMIUTTNG KaI TWV
avaoToAéwv TG PCSK9 em@épel ONUAVTIKEG MEIWOEIS TNG
LDL-C ka1 givalr ao@aAng.
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