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Heart disease death rate for 1958: 56 per 10,000

Heart disease
down 68%

Cancer
down 109%
(down 20% since 1990 peak)

o

10 DEATHS
PER 10.000

down 79%

2010 death rate: 18 per 10,000 people.

Compared with 1958, this is a reduction
of 38 deaths per 10.000.

__ 2010 cancer death rate: 17 per 10.000.

Compared with 1958, a reduction of 2.

2010 stroke death rate: 4 per 10,000.

Compared with 1958, a reduction of 14.




Attributable Risk Factors
for a First Myocardial Infarction

INTERHEART Study
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Smoking Fruits/ Exercise Alcohol Hyper- Diabetes Abdominal Psycho- Lipids All 9 risk

Veg tension obesity social factors
L ]

Lifestyle factors '

n=15,152 patients and 14,820 controls in 52 countries

MI=Myocardial infarction, PAR=Population
attributable risk (adjusted for all risk factors)

Source: Yusuf S et al. Lancet. 2004;364:937-952



[TEVETIKEG MEAETEG
Meiwon LDL-C cuvetrayetal XapnAOTEPO
KapOIayYEIOKO KivOUVOo

« XapnAotepn LDL-C AOyw YEVETIKNAG TTP0odI1a0eoNng
¢ = XnMAavTIKAa XapunAoTepog Kivouvog yia KA cUuuBapa
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Mood Meiwong LDL-C (mg/dl)

Ference et al.
J Am Coll Cardiol 2012; 60: 2631-9



2UYXPOVOC TPOTOC ZwNnE Ko Aurtidia
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Lipid Hypothesis-1913

Ceatrl. . Algemeiue Ptuolage 0. Pebol. Auatomie Bi. XXV, No. 1

Ausgegeben am 15. Januar 1913,

Originalmitteilungen.

Nachdruck verboten.
Deber experimentelle Cholesterinsteatose
und ihre Bedeutung fiir die Entstehung einiger
pathologischer Prozesse.

Von Dr. med. N. Anitschkow und Dr. S. Chalatow.

(Aus dem pathologisch-anatomischen Institut der Kaiserlichen militar-
medizinischen Akademie zu St. Petershurg.)




LDL - AutonpwTteivn Ko
ABnpwpatwon-ZuoxXETion

LDL particle

( ' Smooth muscle
Free cholesterol X 9 y m itOSiS

Malondialdehyde
Cluster of basic residues and other modified
(3359-3362) that bind Is apoB
to proteoglycan and > ) epitopes that
retain LDL in the intima b ) modulate the
¢ 0 immune response

Phospholipid

it SR Smooth muscle mitogens
Cholesteryl ester and

Monocytes chemoattractants

, Scavenger

Vascular molecule

O
o
Q O endothelium ' Macrophage

Internal ©_ o ©
; . (4] (%)
elastic lamina O

Lipoproteins: Mechanisms for Atherogenesis and Progression of Atherothrombotic Disease, CLINICAL LIPIDOLOGY
A Combanion to Braunwald's Heart Disease

) Smooth muscle

o proliferation
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H abénon twv LDL
untoSoxEwv auavet thv
npoocAnyn twv LDL and to
LDL . olijlot 0TO NMATOKUTTOPO
LDL receptor \ — =
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HMG CoA reductase inhibitors
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Meiwon e€EAénc-unmootpodn adOnpwWHATIKAC TAAKOC
REVERSAL Trial

Determination of Atheroma Area
EEM Area

Landmarks Lumen Area

Atheroma Area ' PLAC1-P@
- ‘ y= 0.0004x - 0.0267
REGRESS-P

R?=0.6116 é
p = 0.001 LCASP o CCAIT-P

PLAO1£

REVERSAL-PR @

E Change in Atheroma Area From Baseline to Follow-up

Baseline Follow=Upx
// v

CCAIT-S

REGRESS-S
Leass @ G
MAAS-S

MLD Decrease (mm/year)

80 90 100 110 120 130 140 150 160 170 180

AtheromaArea

EEMArea

TR et e Tl g o LDL Cholesterol (mg/dL)

JAMA. 2004,291:1071-1080



2ta0epomnoinon ABnpwpatiknc MAakog

No Statin Therapy
+ Plaque Progression
+ Micro-calcification within Lipid Pools

High-Intensity Statin Therapy

+ Plaque Regression

+ Delipidation

+ 2 Vascular Smooth Muscle Cell Calcification

JACCVOL. 65, NO. 13, 2015

[ Change in PAV (%)
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p=0.007
|
p=0.03
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Coronary Mortality

Primary Endpoint: Overall Survival
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1 42% Risk Reduction
2 g -l p<0.00001
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The Lancet, Vol 344, November 19, 199



MeAétn WOSKOPS

* H ueAéTn autr) €0€ICE TTWG N TTPABACTATIVI HEIWVEI TOV Kapdlayyelakd Bdavaro
0€ A0BEVEIC XWPIC TTPONYOUNEVO ENPPAYUA ME UTTEPXOAICTEPIVAIUIQ

o 27N pEAETN WOSKOPS n rpaacTtativi) EAATTWOE onNMAavTIKa Tnv LDL

XOAnoTtepOAn (katd 26%)

Non-Fatal Ml

(Secondary Endpoint)

10
g ——Pravastain 8- Placebo
31%
Risk
Reduction

Percent 6 -
with

Events 4 P=0.0005

Years in Study

James Shepherd, ot al, N EngiJ Med 1985,335:1301-7

H TTpafacTaTivn eAattwvel GUVOALKA TO
endpdaypata

NEJM, Vol 333, 1995

Cardiovascular Death

3.5

3 | -+ Pravastain = Placebo

2.5 4
Percent 9
with
Events 1.5 1
1 4

0.5 -

32%
Risk
Reduction

P=0.033

Years in Study

James Shepherd, et al, N Engl J Med 1385/383:1301-7

H TTpafacTartivn eAattwvel T
kopdiayyelakn Ovnopdtnta
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ASCOT-LIPID
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Meiwon emimrédwyv LDL-c cuoxeTieTal pE
EAATTWON KOAPOIAYYEIOKWY CUMBAVTWYV
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1. Grundy SM et al. Circulation. 2004;110:227-239. 2. Cannon CP et al. Am Heart J. 2008;156:826—832. 3. Cannon CP et al. N Engl J Med. 2004;350:1495-1504.




KAGE 40mg/dl MEIQXHX LDL MEIQzH
20% KAPAIATTEIAKOY KINAYNOY

Previous coronary disease:

CHD 8395 (4.5%) 10123 (5.6%) il 0.79 (0.76 - 0.82)

Non-CHD vascular 674 (3.1%) 802 (3.7%) N 0.81(0.71-0.92)

None 1904 (1.4%) 2425 (1.8%) - 0.75 (0.69 - 0.82)
Diabetes:

Type 1 diabetes 145 (4.5%) 192 (6.0%) — 0.77 (0.58 - 1.01)
Type 2 diabetes 2494 (4.2%) 2920 (5.1%) 1 0.80 (0.74 - 0.86)

No diabetes 8272 (3.2%) 10163 (4.0%) il 0.78 (0.75 - 0.81)
Sex:

Male 8712 (3.5%) 10725 (4.4%) | 0.77 (0.74 - 0.80)

Female 2261 (2.5%) 2625 (2.9%) L 0.83 (0.76 - 0.90)
Age (years)

<65 6056 (2.9%) 7455 (3.6%) ] 0.78 (0.75 - 0.82)
>65, <75 4032 (3.7%) 4908 (4.6%) L] 0.78 (0.74 - 0.83)
>75 885 (4.8%) 987 (5.4%) 1 0.84 (0.73 - 0.97)
Body mass index (kg/m?):

<25 3030 (3.0%) 3688 (3.7%) 1t 0.79 (0.74 - 0.84)
>25,< 30 5033 (3.3%) 6125 (4.1%) il 0.78 (0.74 - 0.82)
>30 2732 (3.3%) 3331 (4.1%) 1k 0.78 (0.73 - 0.84)
Smoking status:

Current smokers 2268 (3.6%) 2896 (4.7%) L1 0.78 (0.73 - 0.84)

Non-smokers 8703 (3.1%) 10452 (3.9%) il 0.78 (0.75 - 0.82)

Total 10973 (13.0%) 13350 (15.8%) ¢ 0.78 (0.76 - 0.80)

04 06 08 1 12 14

» , Statin/more Control/less
Cholesterol Treatment Trialists’ (CTT) Collaboration. Lancet. 2010 better T

—=— 990 or @ 950 ClI
15



OAKn Ovnoipotnta

Events (% per annum)

Statin/more

Control/less

RR (CI) per 1 mmol/L reduction in LDL-C

Vascular causes of death
CHD

Other cardiac

All cardiac

1887 (0-5%)
1446 (0-4%)
3333 (0-9%)
153 (0-0%)
102 (0-0%)
228 (0-1%)
483 (0-1%)
404 (0-1%)

Ischaemic stroke

Haemorrhagic stroke

Unknown stroke

Stroke

Other vascular

Any vascular 4220 (1-2%)

Non-vascular causes of death

1781 (0-5%)
224 (0-1%)
127 (0-0%)
811 (0-2%)

2943 (0-8%)

Cancer

Respiratory
Trauma

Other non-vascular
Any non-vascular

Unknown
Any death

—l— 99%or

<l> 95% Cl

479 (0-1%)
7642 (2-1%)

Cholesterol Treatment Trialists’ (CTT) Collaboration. Lancet. 2010

2281 (0-6%)
1603 (0-4%)
3884 (1-1%)
139 (0:0%)
89 (0-0%)
273 (0-1%)
501 (0-1%)
409 (0-1%)

4794 (1-3%)

1798 (0-5%)
237 (0-1%)
127 (0-0%)
832 (0-2%)

2994 (0-8%)

539 (0-1%)
8327 (2-:3%)

L _F
Z}’_

0-80 (0-74-0-87)
0-89 (0-81-0-98)
0-84 (0-80-0-88)

1.04 (0-77-1-41)

112 (0.77-1-62)
0-85 (0-66-1-08)

0-96 (0-84-1-09)
0-98 (0-81-1-18)

0-86 (0-82-0-90)

0.-99 (0-91-1-09)

(
0-88 (0-70-1-11)
(

0-98 (0-70-1-38)

0-96 (0-83-1-10)
0-97 (0-92-1-03)

0-87 (0-73-1-03)
0-90 (0-87-0-93)

.10%

Statin/more better

|
1-25 1-5

>

Control/less better
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IMProved Reduction of
Outcomes: Vytorin Efficacy
International Trial

A Multicenter, Double-Blind, Randomized Study to
Establish the Clinical Benefit and Safety of VVytorin
(Ezetimibe/Simvastatin Tablet) vs Simvastatin
Monotherapy in High-Risk Subjects Presenting
With Acute Coronary Syndrome

Efficacy and Safety of Alirocumab in
Reducing Lipids and Cardiovascular Events

Jennifer G. Robinson, M.D., M.P.H., Michel Farnier, M.D., Ph.D.,

Michel Krempf, M.D., Jean Bergeron, M.D., Gérald Luc, M.D.,
Maurizio Averna, M.D., Erik S. Stroes, M.D., Ph.D., Gisle Langslet, M.D.,
Frederick ). Raal, M.D., Ph.D., Mahfouz El Shahawy, M.D., Michael J. Koren, M.D.,
Norman E. Lepor, M.D., Christelle Lorenzato, M.Sc., Robert Pordy, M.D.,
Umesh Chaudhari, M.D., and John J.P. Kastelein, M.D., Ph.D.,
for the ODYSSEY LONG TERM Investigators™




E¢etipipnn: NPC1-L1 petadopEag umevOUVOC yLla TRV EVIEPLKNA
arnoppodnaon tnc XoAnotePOAnc
5 Intestinal
lumen

Cholesterol

( Enterocyte

NPC1L1 Ezetimibe

\,

g -

The Myocardial Infarction Genetics Consortium Investigators. N Engl J Med. 2014 Nov 12.
[Epub ahead of print] ¢




IMPROVE-IT

100 1Yr Mean LDL-C TC TG HDL hsCRP
Simva 69.9 1451 137.1 48.1 38
90 - EZ/Simva 53.2 125.8 120.4 48.7 33 0
5 Ain mg/dL 16.7 19.3 -16.7 +0.6 -05 E n I n AEO N 20 A)
2 380
=
5 MEIQZH LDL
- -1 — — —
3 Median Time avg
S 60 4 69. vs. 53.7 mg/dL
3 —
E - ———
50 A
40 4 40 -
o U U U HR 0.924 CI (0.868, 0.983)
QE R 1 4 8 12 16 24 36 48 60 72 84 p=0.012
_ Time since randomization (months) ) Simva — KM 32.4%
Number at risk: 2079 events
EZ/Simva 8990 8889 8230 7701 7264 6864 6583 6256 5734 5354 4508 3484 260¢ 30 -
Simve ) 8921 8306 7843 7289 6939 6607 6192 5684 5267 4395 3387 256 '62
e
2
g EZ/Simva — KM 29.8%
— 20 - 1932 events
o
EMINAEON 7,6% T
r S "o
M EIQZH ZYM BAMATQ N | 19% greater treatment effect than ITT
Primary Endpoint: CV death, MI, hospital admission for UA,
coronary revascularization (> 30 days after randomization), or stroke
0 T T L L T L 1
0 1 2 3 4 ) 6

Time since randomization (years)

7



PCSK9 Regulates Surface LDLRs by
Increasing Their Lysosomal Degradation




OSLER Trial (Evolocumab)
o f..——f—f//%\i Standard therapy

o]
o

// MEIQzH LDL 61%
(Amo 120 oto 48mg/dl)

[ea)
o

LDL Cholesterol (mg/dl)

Hazard ratio, 0.47 (95% Cl, 0.28-0.78)

(%)

MEIQZH 53% ota
Kapéiayysiaka cuppaporo
(Amo 2,18% oto 0,95%)

0 30 60 90 120 150 180 210 240 270 300 330 365

Cumulative Incidence

90 120 150 180 210 240 270 300 330 365

\| Engl J Med 2015,3721500-9 Days since Randomization
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EAANvikny EmBswpnon AOnpooxkAnpwong 5(3):151-163

AvaBOswpnMHEVEG
KatTeubuvTnNpleg odnNvyleg
T™T™ng EAANViIKNg ETaipsiag

AONpoockKANpwong

Yia Tn oiayvwewon

KAl AVTIHETWITION

TwWwV OQUCALTTIOAlMLwV-2014

@ European Heart Journal (2011) 32, 1769-1818

doi:10.1093/eurheartj/ehr158

EUROQPEAN
SOCIETY OF
CARDIOLOGY®

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

Updated guidelines

of the Hellenic Society
of Atherosclerosis

for the diagnosis

and treatment

of dyslipidemia-2014

ESC/EAS GUIDELINES

ESC/EAS Guidelines for the management

of dyslipidaemias

Stone NJ, et al.
2013 ACC/AHA Blood Cholesterol Guideline

2013 ACC/AHA Guideline on the Treatment of Blood Cholesterol to
Reduce Atherosclerotic Cardiovascular Risk in Adults

A Report of the American College of Cardiology/American Heart Association
Task Force on Practice Guidelines



AAyOpLOMOC QAVTLHETWITLONC
SuocAutidarpiog

KaBopiopog opadac mAnbucpov yia
€Aeyxo Autidiwyv

DopUaKeEUTIKA aywyn cUpPwWvVA HE
TO OTOXO0




Avdpec >40, yuvaikec >50

METOEUUNVOTIAUOLOLKEC
YUVOLLKEG

N'vwot afnpwpatikn
VOO0

Zokyopwdn édwafntn
AptnploKkn UEPTAON
Kanviotég

lotopLkO KANPOVOMLKO 2N

KaBopiopoc opadoc mAnBuopou EAeyxou ALrtidiwv

BMI >30, ntep. peonc >94
ek avdpec kat >80 ek
YUVOULKEG

Autoavooa vVoonota
XNA pe GFR <60 1
aABoupwoupia

2UYYVEVELC ATOMUWV ME
OLKOYEVR
unepAutidalpia

2e€0VOALKN
duoAettovpyla



[Molec MOPOUETPOUC EAEYXOUE

OAWKN XOAnOTEPOAN yLa KaBopLopd Kivduvou SCORE

LDL wc otoxog Bepamneiac ko yia kaBoplopd Kivduvou
HDL ywa ka@oplopd kivéUvouv SCORE

TpLyAuKepidLAL (vnoteiog) we emmpocBeToc mapdywv KdUvou

NON-HDL (oAwnA xoAnotepoAn = HDL) wg evaAAQKTIKOG 0TOXOG
Oepaneiag oe A, MetaoAko cuvdpopo, XNA

APO-B wc¢ evallaktikdg otoxoc Oepanceiag os A, MetafoAkod
oUvépopo, XNA

Lp(a) wg emunpdodetog napdywv kivdvou o aoOeveig pe
KANPOVOMLKO LOTOPLKO ] mpwiun ZN

H LDL propet va urtoAoyloBet ka pLe tov Tumo OAkR xoAnotepoAn-HDL-TpwyAukepidio/5
gpooov ta TptyAukepidia dev givat >300 i ot TLEC LDL oAU XapnA£g




[MoleC MOPOUETPOUG EAEYXOUE

Nepav twv Atmidlwyv

ukoln
Kpeartivivn (untoAoylopoc puOpou onelpapatikinc Stnbnong)
AAkaAkn pwodataon, AST, ALT

CK
TSH
F'evikn ovpwvV




YMOAOTIXTE TON AEKAETH

KAPAIATTEIAKO KINAYNO m@; ‘ ‘;7_:, Hea r"t.SlC.Qi,ﬂe’n
S & 3 a3

Apxy  Exromwon  Karahoyog  Anpoupyriote
oehda aoBeviv vio aoBevr)

=

ANAPAL TYNAKA KANNIETHE MH KATINIETHE AIABHTIKOE  MH AIABHTIKOL

1 Anoouvbeon  Emmanouil Foukarakis

© Yndpxet p5iay o Budyvwong pe aia v600 f KaAuwg ripBare

Ma va Soupyioete véo aoBevi], aITAX KATaXWPAGTE TG TIPOCWTTIKG CTOIXEia KaI KGVIE KAIK OTO €ikovidIo “amobrikevon’”. Ma va Ppeite évav aoBew, cite eioGyere 1o
6vOpa K1 KAVIE KAIK OTO €IKOVIBIO “GvalnTAOTE GBEVA', ) KAVIE KAK OTO EIKOVIBIO “€TIBEIEn AV Twv aoBeviny”, PRIOKOVIG TO Gvopa TOU GOBEVT KA1 KAVOVTaS KAIK OTO
“Emioyi”

MAn picg aoeviy

100-350 mimély

ﬁ AnpioupynoTe véio acBev a Avidiiare aotevh
Mixp6 dvopa
Emibero 69

Mg vo EekiviioeTe Hpepopnvia yivwnong 1 v/ (1955 v » Emidaign 6Awv Twv aoBeviov

e T (pAvac/érog)
Eniéfie vor v undpu ‘

EnoAIYyEkuon, 0opTOaTERaNGa NapdKajn, AMrKrr(uB‘ PO Hivwan epona wox n(;w(nuﬂt oo Avdpag ¥
pInpondBEIaG A Xpoving veppeic v600u (puBlioX oneipoy c nl/miny. 73“17 # inapln exoconyocu vy

o Kot T e o AR, PG kg sy

H ArroBrikevon

ZupBouAn oTov agBeviy

\h Eviumo yia Tov aoBevij
Zuvohikég KapBiayyeiaxss KivBuves | Mpocwmxd cupBould uyeiag

AcSopéva eéraong

Hycpopnvia sééraonc 08 April 2015

Ovopa aoBeviy MANQAHZ ®OYKAPAKHZ

HAxia 47 (11/1967)

ko AvBpag

Napayovreg kivBivoy Egéraon Oepameutixoi o160
ZuoTtohkn) Apnpiaxs Micon 140 140

XoAnoTepéin 5 mmol/L 5 mmoliL.

KamaoTig oxt ox

O ouvoAIKéG 0ag KapBITYYEIaKSS KivBUVOS” 2% 2%

* O ouVOAKGS KaPBIYYEIGKSS KiVEUVOS GVaPEpETar aToV 10-£T1) KivSuvo BaviTou

ZuvoAikég Kapdiayyeiakog Kiviuvog

Top

To £TMESo 10y GUvoAKoy KIpBmO0 KBHNOU (GPIOTEph OTIAN, KdTw) o0s Beixver TV MBGVGIIG va UMGpSal éva BavaTGOpo CURRARa. BTILS EaPaLa
ayyeiond Me Béon Ta g e€éTaong o ouvolkdg oag KivBUVOS tivan 2%

ATEAUTOS KapBiayyeiax 8¢ Kivouwos.

(1) O Twpivis oag KivBuvog civar 2%

/— r E (2) O Kivduvog 0ag Eival 15N CTOV GTEXO f KAl XGENAGTEPOS, TTPGYLG IXAVOTIOINTIKG
) @
22 H ouvexig uTrevBOpION Twv TIapayOVTWY KVEUVOU Kar 1) uyienA) Slafiwon Ba 0og BonBACOUY VG TIGPGUEIVETE OF XGLNAG KIvBUVO
MNpocwmikn cupBouAn uysiag

www.heartscore.org

150 190230 270 310




HEART SCORE

X 2 ywa avopeg kot X 1,7 yia yuvailKec o€ OeTLko
KANPOVOMLKO LoTOPLKO (<55 avdpec-<65
YUVOLLKEC)

X 3 ywa avoépeg kot X 5 yia yuvaikeg o ZA
Aev Aertoupyel o€ nAkiec <40 kat nAkieg >75
Xpnon tng tiung HDL aAAalel eninedo kivouvou

H untapén uMoKAWIKNC aONPWHATIKAC VOOOU
(mtx IMT, CAC) R maxvoapkiag auv&avel Kivouvo.
AUENMUEVEC TLHEC TPLYAUKEPLOLWYVY, OHOKUGOTELVNC,
wvwdoyovou, Lpa, hsCRP avéavouv kivéuvo.



Mpocdloplopog Kapdlayyetakou

MoAv

udnAdg
Kivduvoc

>10%

YynAdg
Kivéuvocg

5-10%

Klvéuvou
e 3ted. voooG, Loxatpko AEE, mepidepikn
oyyelonafeia
e 3A1l, ZA 1 >40 eTwv N HE BAABN opydvVwV OTOXOU
e XNA pe GFR <60 R xpovia aABoupwoupia
e SCORE >10%
e Mapayovtog KivdUvou UTEPBOALKA AUENUEVOC

(2oBapn AN, urtepBOALKO KATIVIOMA,
LDL>190mg/dl)

e Owkoyevng untepxoAnotepivatpia (LDL>190mg/dl)
e Autoavooa PpAeypovwdn voonuota
e SCORE 5-10%

* SCORE 5-2%



OwKoVE

Kpitipla

Voo

Score

OIKOYeVELAKO 10TOPIKO

ATOMIKO 10TOPIKO

Quolikn e€€taon

Epyaotnplakog éNeyxog

DNA avdAuon

YUVOAIKO score
>8

6-7

3-5

Tou BaBuou ouyyeveic pe:
e Mpwipn otepaviaia i ayyelakn voooc (avdpeg <55 eTwv; yuvaikeg <60 eTwv)
o LDL xoAnotepoAn > 95° eKATOOTNHOPLO YIa TO GUAO Kal TV nAtkia
 TevovTia EavBwpata f/Kal yepovtotoo
1°” BaBpou ouyyeveic <18 eTwv pe LDL xoAnotepohn >95° ekatooTnuoplo

yla To gUAO Kal TNV hAIKia

AoBeviC e IOTOPIKO TTPWIUNG OTEQPAVIaiag vooou (nAikieg oTw¢ avagépbnkav mapa-
TAavw)

AcBevn( pe LIOTOPIKO TTPWIUNG TTEPIPEPIKAGC AYYELAKAC VOOOU 1 LOXALUIKOU ayyEIaKoU
eyKe@aAlkoL emelcodiou (NALKiEC OTTWC avapépBnkav mapamdavw)

Tevovtia EavBwpata
lepovtoToéo o€ nAikia Katw Twv 45 gTwv

LDL xoAnotepoAn, mg/dL (mmol/L)
¢ 330 (=8,5)
¢ 250-330 (6,5-8,4)
¢ 190-250 (5,0-6,4)
¢ 159-190 (4,0-4,9)

Amotehéopata yeveTIKoU eAéyxou TTou emiBePaiwvouv AelToupytkr HETAAaén ota yo-
vidla Tou LDL unmodoyéa, Tn¢ amoMimompwteivng B i tng PCSK9

Awayvwon

B£Bain olkoyevng uniepyoAnatepolalplia
MoAU mBavr olkoyevAg UTTEPXOANCTEPOAaiia
MBavry olkoyevi¢ umepxoAnotepohalpia




OEPAMEVUTLKOL ZTO)XOL

r@




Molec mapApETPOL GTOXOL OepareioC

LDL KUpLOC 6TOXOC |

OAwN xXoAnotepoAn os anovoia LDL (<190mg/dl) lla

TpyAukepidia o mepintwon vPnAnRg Tig (<200mg/dl) lla

NON-HDL égutepoyevig otoxog os ZA, Mets, XNA lla
(+30mg/dl)

APO-B égutepoyeviic otoxoc (80mg/dI-100mg/dl) lla

HDL 8&v anoteAei otoxo Ospaneiog

AéyoL APO-B/APO-A1, NON-HDL/HDL 8&v anoteAovv -

OTOXO

ESC GUIDELINES 2011



AmtokAelopoc deuteponad®wyv SuoAumidatpiwy

AcvuteponaOeic SuoAutldatpieg

ZaKkxapwdng dtafRtng
YnoOupeoeldLONOC
XoAootaon
XNA-Nedppwoikd ocuvdpopo
Nayvoapkia

Kataxpnon owonveupatog

dappaka
Mpoyeotepovn AVTIPETPOIKA
AvaBoAkad lvtepdepovn
Koptikootepoeldn Owotpoyova-Tapoéidaivn
AloupnTLka KukAoomopivn-everolimus-
B oIOKAELOTEC tacrolimus




2TOo)Ool Oeparmeiog

Moy e 3ted. vOoOG, oxaruko AEE, mepudepikn
VPNASC oyyelonadeia
TANI ZA 1, ZA 1 >40 eTtwv N pe BAABN opydvwv cTOXOU
>10% e XNA pe GFR <60 n xpovia aABoupwoupia
e SCORE >10%

SOS o€ cuvduaoHOoUC
TWV IAPOAYOVIWV

Apeon Evapén UYLELVOSLOLTNTIKWY LETPWV
Apeon evapén oywyng HE oTativn LE OTOXO HELWON

LDL >50% kau ertiteuén otoxov <70 mg[dL

Zuviotatou xopnynon vPnAnc doonc twv mo
OLTTOTEAECHATIKWV GTOTIVWV.




2TOo)ol Oeparmeiog

e Mapayovtag KivdUvou UNtEPPBOALKA AUENUEVOC
(2oBapn AN, urtepPBOALKO KATIVIOMA,
LDL>190mg/dl)

e OKoyevn¢ untepxoAnoteptvatpia (LDL>190mg/dl)

e Autoavooa pAsypovwdn vooRuorta

e SCORE 5-10%

YynAog
Klvduvog

5-10%

Apeon Evapén UYLELVOSLOLTNTIKWY LETPWV
‘Evapén aywync HE otativn av v emtteuxOei o otox0C

LDL xoAnotepoin <100 mg[ dL petd ané 3 pivec

£POAPHUOYNC UYLELVOSLALTNTIKWY HETPWV
Apeon evapén aywyng eav n opxtkn tiun LDL vynAn



2toyol Bepameiac

e SCORE 5-2%

Apeon Evapén UYLELVOSLOLTNTIKWY LETPWV
‘Evapén aywync HE otativn av dgv entteuxOei o otox0C

LDL yoAnotepoin <115 g[ dL petd ané 3-6

HNVEG EPOPHOYIG UYLELVOSLALTNTIKWY HETPWV




2toyol B¢

0N 151821 24 2628 33 38 43 49

ATy

e SCORE 1% (N€a arop B < 7 20202426327
Ktvduvou) 2

XopnAog
Kivduvoc
1%

20U0TOON UYLELVOSLALTNTIKW

216)X0G LDL xoAnotepoAn <.
Aywyn HOVO G€ AUENHUEVO T
HEAAOV Kal EpOCOV HETA AT
nerpa n LDL 160-190
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MEZOTEIAKH AIATPOOH A2KHzH



YIEINOAIAITHTIKEZ 2YMBOYAEZ
_-

Mewwon KOPEOHEVWV ALMwV <7%
Meiwon trans Autapwv
KatavaAwon putootepoAwv
Meiwon xoAnotepoAng tpodng

AVTIKOTAOTAON KOPEOUEVWV ME

Hovo/moAU akopeoTal

KatavaAwon tpodpwv e iVeS
Meiwon Bapoug

Aoknon

Meiwon owvonmveOTog
KatavaAwon payla¢ KOKKivou puliov
Alakom KOMVIiGHOTOG

XpRon w-3 Autapwv

Meiwon povo-8LoKyxopLTtwv




NMoAuv
uPnAdg
kivduvoc

>10%
\_

LDL
<70mg/di

YYnAoc
Kivduvoc

5-10%

LDL
<100mg/di

LDL
<115mg/di




KaBoplopoc doonc otativnc

STARTING LDL-C % REDUCTION TO REACH LDL-C

<|.8 mmol/L <2.5 mmol/ <3 mmol/L
mmollL. ~mgldL 70 ,o/dL) | (~100 mg/dL) | (~115 mg/dL)

70 H

60 - +

Vot
|1 P +H

30 -

Al0 A20 A40 A80 F20 F40 FB80 LIO L20 L40 L80 P10 P20 P40 SI0 $20 S40 S80 RS RIO R20 R40 PI P2 P4

ATOR FLUVA LOVA PRAVA  SIMVA ROSU PITA




ZraTiveg: Meiwon LDL-C

A meta-analysis of 164 trials* 1+

Statin 10 mg/d 20 mg/d 40 mg/d 80 mg/d
Atorvastatin 69 (37%) 80 (43%) 91 (49%) 102 (55%)
Rosuvastatin 80 (43%) 90 (48%) 99 (53%)

Simvastatin 51 (27%) 60 (32%) 69 (37%)
Pravastatin 37 (20%) 45 (24%) 53 (29%) 62 (33%)
Fluvastatin 29 (15) 39 (21) 50 (27) 61 (33%)
Lovastatin* 54 (29) 68 (37%)

*Standardized to LDL-C 186 mg/dL (mean concentration in trials) before Rx.t Independent of pre-Rx LDL-C
tMaximum dose of 80 mg/day administered as two 40-mg tablets
$Not FDA approved at 80 mg/day

#Data presented as absolute reductions in LDL-C* (mg/dL) and percent reductions in LDL-C (in parentheses)

*Although not included in this analysis, pitavastatin would be expected to achieve a 32%, 36%, and 43% mean reduction in LDL-C levels at the 1 mg, 2
mg, and 4 mg daily doses, respectively



A¢loAoynon Bepamneiog

e 0OAwKN XoAnotepOAn, tptyAukepidia, HDL, urtoAoyiopog LDL

e YAUKOIn, KPEATLViV, UTTOAOYLOHOC PUOHOU OTIELPALLATLKAG
4-8 61 Onong
ST TG o ALT, CK (kupiwg dtav umdpxouv puodyisc)

oALlkn XoAnotepoAn, tptyAukepidia, HDL, untoAoyiopoc LDL
YAuKOIn, Kpeatvivn, UTTOAOYLOMOG PUOLLOU OTIELPOLLOLTLKAG

é11Onong

6-12 pnve
HNVEG ALT, CK (6tav undpxouv pualyieg)

OALKN XOANOTEPOAN, TPpLYAuKkepLola, HDL, urtoAoyiopog LDL
e YAUKOIn, KpEATLViVN, UTTOAOYLOHOGC PUOLOU GTIELPAUOTLKAG

diOnong
e ALT, CK (otav unapxouv pualyieg)
e TSH

Ava £10C




Mn emwtevén otoyxou

Auénon 6oonc¢ otativng (x2=6% peiwon LDL)
AMOTEAEOHATIKOTEPN OTATIVN

NMpoocOnkn eletipipnng (25% emumA€ov
Heiwon)

KoAsoeBaAapun (akptPn, mapeEVEPYELEC
yootp/Kou, KaAn os ZA)

AvoaotoAeic PCSK9 ? KOZTO2



ErmutA€ov otoyol

e ApXLKOG o0TOXOC Oepamneiag eav >400mg/di
AGyw KwwvéUVoUL maykpeatitidog

e 1" edoyn povopLUTIPAT OTN CUVEXELO W-
3 Autapa Kot cuvduvaocpol pe otortivn

e 'EAgy)0C¢ 2B, AOKNON, AUOTNPOC MEPLOPLOMNOC
AUTOPWV, TTEPLOPLOOG OLVOTIVEU LLOLTOC

e AsutepelWV oTOXOC £av >200mg/dl o€

vyPnAov Kivduvou acBevi

e AsUTEPEVWV OTOXOC O A0OEeVELC LE ZA N ME
MetaoAlko cUVSpPOO, OTIOU UTIAPXOUV Ol
MIKPEG-TIUKVEC LDL, pe uPpnAad tpryAukepidia
(>200mg/dl) kat xoapunAn HDL (<35mg/dl)

e TLpéC otoyoL tn¢ eivat 100 kat 130mg/dl
ovaloya £Aav ITPOKELTAL yia TToAU upnAou
Kivduvou 1 uPnAou Kwvéuvou acBevn

* MpooOnKkn bawvopLunpaTnNg HELWVEL KivOuvo



ELOLKEC TEPLITTWOELC

* Mawdla pe etepoluyo OLKOYEVN
untepxoAnotepoAatpia emOeTikn draita Kot
gvapén otatwvwy peta ta 10-18 avaloya pe
LOTOPLKO IPWLKUNG ZN

§ * EYKUEC amoyopeVETAL XPrION OTATIVWV OTIWC
kot o€ OnAaopo. Atakomn GoapUAKWY 3 UAVEC
NPV tn cUAANYN

 HAwwwpeévol (>75 etwv) cuvnOwc uPnAov
KivOdUVOU YITOEKITPOOWTOUVTOL OTLC LEAETEC.
Odeloc urtapkto. Aoyw nmoAvdappakioc Ko
OUVVOCNPOTNTWV Evapén UE HIKPOTEPN 600N
OTtO OTL OE VEWTEPOUC aoBOeveic.




EUROASPIRE |V — AcBgveig o€ UTTOAITTIOQIMIKN

Bepatreia

®

France

Cyprus

Belgium

Czech Republic
Spain

Latvia

Irefand

Serbia

Sweden
Slovenia
Romania
Netherlands
Bosnia Herzegovina
United Kingdom
Germany
Finland

Poland

Croatia

Ukraine

Turkey
Bulgaria
Russian Federation
Lithuania

- =
ESC CONGRESS 2013

Use of lipid-lowering medication

All patients: 87%
MOR =1.84
Men 87% , Women 85%

10% 20% 30% 40% 50%

#ESCcongress2013

9%
96%
85%
94%
94%
93%
93%
93%
92%
89%
89%
89%
88%
B85%
85%
83%
82%
B1%
80%
B0%
75%
75%
4%

60% 70% 80% 90% 100%

www.escardio.org/esc2013
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otou¢ 10 Atav o€
UTTOAUTLO OLLULLKN
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EUROASPIRE IV — AoBeveic ektoc otoxou LDL-C <70mg/dl

®

Lithuania

Bulgaria

Turkey

Germany

Serbia

Bosnia Herzegovina
Ukraine

Russian Federation
Belgiun

Romania
Cyprus
Netherlands
Croatia

Poland

Czech Republic
France

United Kingdom
Latvia

Slovenia
Finland

Ireland

LDL cholesterol = 1.8 mmol/L

All patients: 85%

MOR =1.82
Men 79% , Women 84%

10% 20% 30% 40% 50%

#ESCcongress2013

69%
B7%

66%

70% 80% 0%

www.escardio.org/esc2013

100%

Movo 16% !!!
TwV acOsvwv
TLETUXAV GTOXO
LDL-C<70mg/dI
otnv EAAGSQ...



2uppopdwon

s 1



ALOKOTI) CTATVWV

Myocardial infarction

ok
p
0

HR=1.26 (95% CI, 1.21—1.30)
P=2x10 """ by log-rank test

-

oobn

Early statin
discontinuation Continued statin use

TEM 26%

-
0

Cumulative incidence (%)

o
o)

Death from cardiovascular disease

HR=1.18 (959% CI, 1.14—1.23)
P=3x10 '~ by log-rank test

i
0
o

-t
® OON

X0l

Early statin

discontinuation Continued statin use

‘1‘I(I\FHBW OANATOZ 189

55 10.5 14.5
Years from initiation of statin therapy

-
e

Cumulative incidence (%)

Nielsen, European Heart Journal (2016) 37, 908—916




ESC/EAS Guidelines for the management
of dyslipidaemias

Table 35 Tips to help compliance with multiple drug
therapies

* Simplify the dosing regimen if possible by reducing daily doses and

EMNIAOTH @OHNOTEPQN ZKEYAZMATQN

* Undertake a dialogue with the patient regarding adherence.
* Tailor the regimen to the patient’s lifestyle and needs,
* Involve the patient as partner in the treatment.

* Use behavioural strategies (reminder systems, cues, self-monitaring,
feedback, reinforcement)




MapeEVEPYELEC CTATIVWYV

FDA Expands

£
/,

Advice on /
STATIN RISKS




ZTOTIivEG: AUENON TPAVOXUIVXC®MV

74,102 pts oc 35 TUXXIOTTOINMEVEC KAIVIKEC PHEAETEC NE OTATIVEC

1.4% eminTwon uENUEVLV
TPOAVOAUIVRXG DV

L35y L5y (F

P . ~‘ “.v . : i.:.%~- ;‘." »

: TOR  Mhb S R

Kopiax SGPT SIS S
. L s

P P P g .-:.‘ \ . 7 ".:'j 5 SRAT |
A0COEEAPTWHEVO PAIVOHEVO KO YEVIKA . ) o &
MARPWC AVOCTPEWIHO

‘EAeyX0G TPOAVOOAUIVOAOWV:
* Mpiv evapén Oepartreiag
+ 8 eBOopadEG YHETA TNV EVAPLN Hepatocyte
 MeTa amro au¢non doong
 Kart £€T0G €aV TINES < X3 QT



AVTILNETWTTION NTTATOTTABEIAC OTTO OTATIVEC

)
"

| T Tpavoapvaoeg | T Tpavovoeg

1) : Otgia 1oyeviic Aoipwén

!
<3x ULN

"

2UVEXIOT) OTaTivng
Kal emavéreyxoc O
6 £Bdopadec
L

i Xpévia nTraTiki} vooog
>3x ULN Karavahwaon ahkodh

\L leveTikoi TTapayovTeg

Aiakotm oTarivng
(?22?27?) kau

emavéAeyxog

&

(Quotoloyika emimeda

!

EmavéAeyyoc povo o
augnon e 06anc 1
ahAayr) ¢ oTarivne

- 101 oTarTivn ot pelwpévn dOon

- ANAayn aTarivng

- AAAQ UTTOAITIDQIHIKG PAPHAKQ

)
v

Autnpéva emmimeda

Aigpetivnon aAwv aimiwy
nrankic PAGPNC (aAkooA,
Pappaka, nmarinda)

Mc Kenney JM, et al. Recommendations of the of the National Lipid Association Statin
Safety Assessment Task Force, Am J Cardiol 2006;37:83C-34C




ZroTivec: Muonafeiax

74,102 pts oc 35 TUXXIOTTOINMEVEC KAIVIKEC PHEAETEC NE OTATIVEC

« 15.4% eninTwOoN PUCGAYIOC
* 0.9% eMINTWON HUOGITIONC
e 0.2% eminTwon paBdopuoAucnc

*’AAYN, KPOAPTEC, SUCKAUWIX, XSUVaHIC,
guxiotnoia

Skeletal myocyte

e KipIxx oTX KOTW XKPOX
 M&goc Xpovoc eupavionc 6 pnvec

* Méon 31apKeIX HUGAYIGV HETATN - Syyéyiupo Q10
S1aKomi) 2 HAVEC e BitD

* ZUXvOTEPX O€ PEYAAEG SO0EIG OF emi avendpkelog NAI
CUVOUOOHO0UC PAPHAKWY, O YUVAIKEC



Avtiuetwriion puaAyioc/pvonddesioc
EAEMXOZ CPK

* TPIN ENAP=H OEPANMEIAZ (AN TIMEZ > X5 OT AEN ZEKINAME)

 AEN XPEIAZETAI EAETXOz POYTINAZ

* EAEMXOZ ZE MYAATIA (MPOZOXH ZE HAIKIQMENOYZ, XNA, HNATIKH
NOzO, 2YTXOPHIHZH AAAHAENIAPONTQN OAPMAKQN)

AN TIMEZ AY=HOOYN < X5 OT (<1000mg/dl)
* XQPIZ 2YMNTQMATA 2YNEXIZH OEPANEIAZ-NAPAKOAOYOH2zH

* MEZYMNTQMATA ZYNEXIZH OEPANEIAZ EIAIKA ZE YWHAOY KINAYNOY

A20OENEIZ-NMAPAKOAOYOH2ZH KAI EAEMNX0OZz CPK
AN TIMEZ AY=HOOYN > X5 ®T (>1000mg/dl)

AIAKOMH KAI EAETXOZ NEOPIKHZ AEITOYPIIAZ KAOE 2 EBAOMAAEZ

EMANAXOPHIHZH ANAAOTA ME NEPINTQ2H (YWHAOY KINAYNOY AZOENEIZ)

ESC GUIDELINES 2011 Atherosclerosis Society Consensus, EHJ Feb 2015



ZTOTIVEG: E

H Oepameia LE OTATIVES
9% Katd K.o TNV nbavotnta
endaviong veou ZA.

3.0

25

2.0 -
- -
15

115

H avénon adopa Kupilwg TLg
OTATLVEG HE LOXUPN
OLTIOTEAECLOTLKOTNTOL OE OXEON
HE OLUTEC E MLKPOTEPN.

-
(5]
X
n
)
—
>
B
14
T
]
-
n
3
)
T
g

1.0 10

0.5

IVI lK p 6t£ p o q K i.va U V O q ME 00 Placebo LDL-C230 | LDL-C<30 Placebo LDL-C<70% | LDL-C270%

mg/dL mg/dL reduction reduction

n l'[a B aotat i-V rl N events/N at risk 209/8150 209/7387 47767 209/8150 | 214/7436 2/718

Incidence
(per 100 py)

12 13 26 12 13 24

O kivéuvoc uPnAotepog o€
NALKLWUEVA ATOUO KOl GE ATOMLOL
HE peTaBoAkO cuvdpouo

Am J Cardiol 2014;114:1682e1689



HEWWON
40mg LDL Oa £xoupe 5,5 Awyotepa
TLEPLOTATLKA Oavatwyv Kot EpdpaypaTwy

* Aev MPEMEL VOL ATTOPEVYETAL Nf OTOTIVN OE
vPnAo kivduvo e to pofo tou ZA



OepamnevTtiKeC eEMAOYEC o€ duoavelia
OTOTLVWV

EMNINOIE2

Er@etikn vytewvodatntikn aywyn PCSK9
ANA2TOAEIZ ;

EQTipipnn

2UVOUVOOUOC EUTLMLUTING KoL KOAEGEBAAANG

EvaAAaktikad e{ttipipnn kot pawvopilunpatn

Npafaoctativn 20mg n pAovBaoctativnc 40mg o cuvOUACHO UE
eleTIpipnn N KoOAeoeBaAapun

AtopBaoctativn 10mg n poocouBactativn 5mg ava 2" nuépa n
SdU0 Ppopéc tnv eBdopada o cuvOULAGHO e eleTipipnn 10mg




n doPaote va POACETE TOUE
otoyouc!!
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Consider if statin-attributed muscle symptoms favour statin continuation / reinitiation

Symptomatic & CK <4 X ULN

Y

CK >4 X ULN +/- rhabdomyolysis

2-4 weeks washout of statin

Y

6 week washout of statin until normalisation
of CK/creatinine and symptoms

v

v

Symptoms persist:

statin re-challenge

Second statin at usual or starting dose

Symptoms improve:

v

v

Symptom-free:
Continue statin

Symptoms re-occur

A 4

h 4

1) Low dose third efficacious (potent)?® statin;
2) Efficacious® statin with alternate day or
once/twice weekly dosing regimen

1) Low dose second efficacious?® statin;
2) Efficacious® statin with alternate day
or once/twice weekly dosing regimen

|

Aim: achieve LDL-C goal* with maximally tolerated dose of statin

v

v

A] + bile acid absorption inhibitor || B] + fibrate (not gemfibrozil)

A+B

v

v

|

If still not at goal: consider additional (future) novel therapies: PCSK9 monoclonal antibody therapy, CETP inhibitor




ZTOTIVEG: AlIaTXPOX YVWOIXK®V AEITOUPYIWV

* AVAQPOPEC XIPVISIOC EPPAVIONC
cUyxuonc Kopix ornv Jupiter pe Tn
pocoouBaocTaTivn (XXUNAEC TINEC
LDL)

« Ol oTaTivec 0UTE MPOAGUBGVOUY,
olTe Oepamelouv, 0UTE TPOKXAOUV
avoia, v emionc dev emnpealouv
TNV XMOd00n O SOKINXOIEC
€AEYXOU TNC YVWOIXKNC AEITOUPYIXC

« ZITIC HEAETEC PE TN XpNON
avaoToAEwv PCSK9 auinuéva
TMOCOOTX PE SIKTXPAXEC

YVWOIXK®V AEITOUPYIDV

Statins and Cognitive Function: A Systematic Review Ann Intern Med. 2013;159(10):688-697



AAANAETOPACELC OTATVWV

OAPMAKA

Puunparteg (kupiwg n yeppLpunpoliAn-oxt n pawodipunpatn)

KouolpLviKA QVTLITNKTIKA

KukAoomopivn

EpuBpopukivn kat dAAa pokpoAidia (kAaptOpopukivn)
ItpakovaloAn kot AAAQ AVTLHUKNTLOOLKA Papoka
AvtikatadAurtika pappaka (nefazodone)

AVOOTOAELG TNG MPWTEACNG

Awdporupidivec, KaBwe Kat StAtialépn/Bepanapiln (Kuplwg He
owpaoctartivn)

Apiwdapovn (kupiwg pe owppaoctativn/Aopactartivn)

PDappaka nov enayouv tn dpaoctnprotnta tov CYP3A4 (datvuvroivn,
pipapmnikivn)

Xupog grapefruit
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Framingham Heart Study
1948 — 1951
1980 men / 2421 women
First publication in 1961
Risk factor concept

ANNALS ﬁ

of Internal Medicine
JANUARY 1971 - VOLUME 74 - NUMBER 1
Published Monthly by the American College of Physicians

Serum Cholesterol, Lipoproteins, and the Risk of Coronary

Heart Disease
The Framingham Study

WILLIAM B. KANNEL, M.D., WILLIAM P. CASTELLL, M.D., TAVIA GORDON, and

PATRICIA M, MCNAMARA, Framingham, Massachusetts; and Bethesda, Maryland




ODYSSEY LONG TERM (Alirocumab)

122.6 mg/dl
118.9 mg/d| .
(3.08 mmo%,{liter) (3.17 mmol/liter)

i —i— il o
0.8% 3.6%

MEIQzH
LDL 62%

57.9 mg/dl |
48.3 mg/d| (1.50 mmol/liter)

(1.25 mmol/liter) g
I 52.4% |

-61.0%

(mg/dl)
{mmol/liter)

Least-Squares Mean Calculated
LDL Cholesterol Level

= Placebo +statin therapy at maximum tolerated dose+other LLT
== Alirocumab+statin therapy at maximum tolerated dose+other LLT

4 8 24 36 52
Week

Cardiovascular adverse events of interest — no. of patients (%)

Death from coronary heart disease, including death from unknown cause 4 (0.3)
Nonfatal myocardial infarction 14 (0.9)
Fatal or nonfatal ischemic stroke 9 (0.6)
Unstable angina requiring hospitalization 0
Congestive heart failure requiring hospitalization 9 (0.6)
Ischemia-driven coronary revascularization procedure 48 (3.1)

Positively adjudicated cardiovascular events, including all cardiovascular adverse 72 (4.6)
events listed above

Adjudicated major adverse cardiovascular events in post hoc analysisi: 27 (1.7)

N Engl J Med 2015;372:1489-99




MpooONKN £CETIMNIMTTNG OE OTATIVN MTTOPEI VO ATTOPEPEI
25% emitTAéov peiwon tng LDL-c

% peiwon

g LDL-c Statin 10 mg

% peiwon
tng LDL-c

Statin 10 mg

Mpocappoyn amé Gagné C. et al. Am J Cardiol2002; 90: 1084-1091

Stein E. EurHeart J Suppl 2001; 3:E11-E1632
Gagné C. et al. Am J Cardiol 2002; 90: 1084-1091



EUROASPIRE IV — AoBeveig ekTog oToxou LDL-C

®

Lithuania

Bulgaria

Ukraine

Russian Federation
Bosnia Herzegovina
Serbia

Turkey

<100mg/dL

LDL cholesterol > 2.5 mmol/L

66%
65%
61%
60%
58%
55%
54%

German 53%

Croatia
Netherlands
Poland

Czech Republic
Cyprus
Romania
Sweden

Latvia

Belgium

France

United Kingdom
Ireland
Slovenia

43%
40%
3%
39%
38%
38%
34%
%
3%
32%
3%
%
25%

LDL-C 2 2.5 mmol/L
All patients: 42%
MOR =1.72

Men 40% , Women 49%

LDL-C 2 2.0 mmol/L
All patients: 69%
MOR=1.73

...2XE60V 10 50%
S€v enmiTUY)XAVOUV
To otoyxo LDL-C
>100mg/dL otnv
EAAGOQ

‘ ,. Men 67% , Women 75%
Finland 20%

Spain 19%
20% 30% 40% 50% 60% 0% 80% 90% 100%

e J'I 1
ESC CONGRESS 2013

#ESCcongress2013 www.escardio.org/esc2013
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Fraction of individuals >40 years on statins in Denmark
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% of statin users
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Nielsen, European Heart Journal (2016) 37, 908—916




[MpoaKTikn

Apepikavikne KapoiloAoyiknc Etapeiog

Fire and Forget

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

average, by approximately >50%

Daily dose lowers LDL-C on
average, by approximately 30% to
<50%

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

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

Atorvastatin 10 (20) mg
Rosuvastatin (5) 10 mg
Simvastatin 20-40 mg{
Pravastatin 40 (80) mg
Lovastatin 40 mg
Fluvastatin XL 80 mg
Fluvastatin 40 mg bid
Pitavastatin 2—4 mg

Simvastatin 10 mg
Pravastatin 10-20 mg

Lovastatin 20 mg
Fluvastatin 2040 mg

Pitavastatin I mg




ESC/EAS Guidelines for the
management of dyslipidaemias

«H aoc@aAgla TG UTTOAMITTIOQIUIKNG BEpaTreiag o€
aoBeveic ye XNA gival YEVIKA IKAVOTTOINTIKN O€
aoBeveic ye atadio 1-2 tng vooou. [poAnuarta
QOo@aAEIiaC UTTAPXOUV Kal TTPOCAPUOYEC OTN
000N AVAYKAIEC O€ TTPOXWPNMEVA aTAdIA TNC
vooou (oTadIa 3-95)..»

«Ol1 OTATIVEC TTOU TTPETTEI VA XPNOIUOTIOIOUVTAI O€
TEEOIEC TTEPITITWOEIC EIVAI AUTEC PE EAAXIOTN
VEPPIKN aTtTeEKKpIon (atorvastatin, fluvastatin,
Kal pitavastatin)»
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All trials combined
Gastrointestinal 1166 (0-3%) 1194 (0-3%) 0-97 (0-37-1-09)
Genitourinary 1596 (0-5% 1645 (0-5%) 0-97 (0-38-1.06)
Respiratory 813 (0-2% 814 (0-2%) 1.00 (0-88-1-15)
) 1.07 (0-84-1-38)
) ( )
) (

291(0-1% 1.04 (0-84-130

(
Haematological 305 (0-1% (
Melanoma 159 (0-0% 142 (0-0% 114 (0-83-1.56)
Other/unknown 754 (0-2% 737 (0-2%) 1.04 (0-89-1.21)
Any 5060 (1-4%) 5064 (1-4%) 1.00 (0-96-1-04)

—.— 99% or | | | |

05 075 1.25 1.6
<> osua b ,

Statin/more better  Control/less better

)
)
Female breast 267 (0-3%) 241(0-3%
(0-1%)
)
)

Cholesterol Treatment Trialists’ (CTT) Collaboration. Lancet. 2010
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Figure 2: Enzyme activity during 3-year follow-up in patients with raised liver enzymes

(A) Patients on statin treatment (n=227). (B) Patients not on statin treatment (n=210). ALT=alanine
aminotransferase. AST=aspartate aminotransferase. GGT=y-glutamyl transpeptidase. * Time when differences
became significant (p<0-05) compared with baseline. By the end of the study, all differences were p<=0-0001 in
patients on statins. In patients not on statin treatment, differences compared with baseline were 0-001, 0-003,
and 0-01 for GGT, ALT, and AST, respectively.




