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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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Veg tension obesity social factors

Lifestyle factors '

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

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

Source: Yusuf S et &hncet 2004;364:93052
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Proportional Risk Reduction (SE)
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Lipid Hypothesid913

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.)
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Determination of Atheroma Area
EEM Area

Landmarks

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

R?=0.6116 é
p = 0.001 LCASP o CCAIT-P

PLAO1£
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E Change in Atheroma Area From Baseline to Follow-up
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MLD Decrease (mm/year)
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T LDL Cholesterol (mg/dl)

JAMA. 2004;291:10/1080



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

JACC VOL.

High-Intensity Statin Therapy

+ Plaque Regression

+ Delipidation

+ 2 Vascular Smooth Muscle Cell Calcification

65, NO. 13, 2015
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Primary Endpoint: Overall Survival
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Non-Fatal Ml Cardiovascular Death

(Secondary Endpoint)
10 35 -
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Cholesterol Treatmenmalists

Previous coronary disease:
CHD

Non-CHD vascular
None

Diabetes:
Type 1 diabetes
Type 2 diabetes
No diabetes

Sex:
Male

Female
Age (years)
¢65
>65, ¢75
>75
Body mass index (kg/m?):

<25
225 <30

230

Smoking status:
Current smokers
Non-smokers

Total
—=— 990 or @ 950 ClI

(CTT)

8395 (4.5%)
674 (3.1%)
1904 (1.4%)

145 (4.5%)
2494 (4.2%)
8272 (3.2%)

8712 (3.5%)
2261 (2.5%)

6056 (2.9%)
4032 (3.7%)
885 (4.8%)

3030 (3.0%)
5033 (3.3%)
2732 (3.3%)

2268 (3.6%)
8703 (3.1%)

10973 (13.0%)

CamdettOdAb or at i on .

10123 (5.6%)
802 (3.7%)
2425 (1.8%)

192 (6.0%)
2920 (5.1%)
10163 (4.0%)

10725 (4.4%)
2625 (2.9%)

7455 (3.6%)
4908 (4.6%)
987 (5.4%)

3688 (3.7%)
6125 (4.1%)
3331 (4.1%)

2896 (4.7%)
10452 (3.9%)

13350 (15.8%)

—

1 |

— s L

1K

04 06 08 1

Statin/more
better

12 14

Control/less
better

0.79 (0.76 - 0.82)
0.81 (0.71 - 0.92)
0.75 (0.69 - 0.82)

0.77 (0.58 - 1.01)
0.80 (0.74 - 0.86)
0.78 (0.75 - 0.81)

0.77 (0.74 - 0.80)
0.83 (0.76 - 0.90)

0.78 (0.75 - 0.82)
0.78 (0.74 - 0.83)
0.84 (0.73 - 0.97)

0.79 (0.74 - 0.84)
0.78 (0.74 - 0.82)
0.78 (0.73 - 0.84)

0.78 (0.73 - 0.84)
0.78 (0.75 - 0.82)

0.78 (0.76 - 0.80)

15



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)

>
— 1 O %-87 (0-73-1-03)
-90 (0-87-0-93)

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™
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The Myocardial Infarction Genetics Consortium Investigators. N Engl J Med. 2014 Nov 12.
[Epub ahead of print] ¢
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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
5 Ain mg/dL -16.7 -19.3 -16.7 +0.6 -05 rl I J I [ rl B ] H
g’ 80 -
T r N1 miDde
4 70 4 — —— PR
3 Median Time avg
% 60 4 69. vs. 53.7 mg/dL
[} e
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 -
Sirus )9 8921 8306 7843 7089 ¢ 6607 6192 5684 5267 4395 3387 256¢ >
o
e
2
g EZ/Simva — KM 29.8%
20 - 1932 events
el
=
Q A
nNf 1/ N8Bl T2XG&:*
[a) n1n0 |
1 19% greater treatment effect than ITT
r r‘- J M.l. 1 r LLI B r 1 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 7

Time since randomization (years)



PCSK9 Regulates Surface LDLRs by
Increasing Their Lysosomal Degradation
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N Engl J Med 2015;372:15@0
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r N1 mLDEE61%
(3~ 120 _ 48mg/dl)

Hazard ratio, 0.47 (95% Cl, 0.28-0.78)
P=0.003

Evolocumab
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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
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YMOAOTIXTE TON AEKAETH
KAPAIATTEIAKO KINAYNO
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® _HeartScere:
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# Ancouveon  Emmanouil Foukarakis
Apxi  Extimwon  Katdhoyog  Anpoupyriote

othda aoBevuv vio aoBevr

KaAuwg ripBare

MNa va Snuoupyrioete vio aoBevr), ammAug kataxwpAoTe Ta TPOoWMKG oToIKtia ki Kave KAIK OTO tikovidio “amoBrikevon”. Ma va Peeire évav aoBevr), cite eiodyere 1o
GvOpa Km KAVIE KAK OTO €IKOVIBIO “avalnTAOTE GBEVIY", ) KAVIE KAIK OTO EKoVIBIO “emiBeitn SAwv Twv aoBevioy”, BRIOKOVIAE To Gvopa Tou GoBev) Kal KEVOVIGS KK OTO
“Emioyn”

MAnpogopics aoBeviy

w AnpioupynoTe véio acBev & Avidiiare aotevh

Mixp6 dvopa
Emibero Gd

Hyepopnvia yévwnong 1 vl (1956 v » Emideign 6Awv Twv aoBeviov

(pivag/érog)
iAo Avdpag v

H ArroBrikevon

ZupBouAn oTov agBeviy

\E Eviumo yia Tov aoBevij
Zuvohikég Kapdiayy Kivduvog | Ny } oupBould 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%

ATOAUTOS KapBiayy eiax &g KivBuwas.

(1) O Twpivis oag KivBuvog civar 2%

/— f E (2) O KivBuvis ag sivan 15N GTOV OTEXO f KaI XGUNASTEPOS, TTRGYHA IKAVOTIONTIKG
m @

H ouvexrg ummevBOpon Twy TrapaydvIuy KvBivou kar ) Uy Siafiwon Ba oag BonBcouy va TIEpapEiveTe Ot XaUNAS KivBuvo

MNpocwmikn cupBouAn uysiag

www.heartscore.org
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Kpitipla

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
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A meta-analysis of 164 trials* A

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 (3299 69 (37%
Pravastatin 37 (20%9 45 (24%) 53 (29%) 62 (339
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.AIndependent of pre-Rx LDL-C
YMaximum dose of 80 mg/day administered as two 40-mg tablets
Not FDA approved at 80 mg/day

#Data presented as absolute reductions in LDLC* (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
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Czech Republic
Spain

Latvia

Irefand

Serbia

Sweden
Slovenia
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Bulgaria
Russian Federation
Lithuania

ESC CONGRESS 2013

All patients: 87%

MOR =1.84
Men 87% , Women 85%

10% 20% 30% 40% 50%

#ESCcongress2013
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www.escardio.org/esc2013
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Russian Federation
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ESC CONGRESS 2013

LDL cholesterol = 1.8 mmol/L

All patients: 85%

MOR =1.82
Men 79% , Women 84%

10% 20% 30% 40% 50%
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Myocardial infarction

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

ok
p
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Early statin
discontinuation Continued statin use

BN r H

-
0

Cumulative incidence (%)

o
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Death from cardiovascular disease

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

i
0
o

—

Early statin

discontinuation tinued statin use

I EIN® 68

55 10.5 14.5
Years from initiation of statin therapy

Cumulative incidence (%)

Nielsen EuropearHeart Journal (2016) 37, 90&16




ESC/EAS Guidelinégs 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

nfjJ1remE vsoE) B NI M)

* 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)




FDA Expands
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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
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