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Noonpotnta oTo 2akKXoapwon AlafATn
YWYPnNAOTEPOG ETTITTOAACHOG
oTa ATtopa ME XA vs Xwpic ZA nAikiag <45 gTwv
National Medical Expenditure Survey 1987
XxeTIkOG  EmimroAaouog (OR, 95% CI)

0 5 10 15

Kapdiayyeiokn vooog P 11.5(7.7-172)

Nepipepikn apTnpioTadEIiQ O 10.3(6.0-18.0)

O@BaApoAoyikéc TTabNoEIC P 7.4 (3.1-179)
NeupoAoyikd voonuara [P 5.4 (1.3-214)
AAAEC XPOVIEC ETTITTAOKEC PN 4.8 (27-87)
Ne@pikq vOoOg PO 4.3 (24-738)

MaBoAoyikéS KATAOTAOEIS — 2.8 (1.8-43)

O Kivduvog ouvuTTapXouoWwWV TTaB0AOYIKWYV KATACTACEWYV
gival OITAdoiIog oToug OIaBNTIKOUG nAiKiag S 65 eTwyv

American Diabetes Association. Diabetes Care, 1998.




aPOIaYYEIOKA VOONMATO WS TTPWTN aITia Bavartou

All other causes
19%

Coronary heart disease
Injuries and poisoning 19¢
9%

Respirat lisease B
espira :vrv disease Cardiovascular disease Stroke
S 40% 9%
Other CVD
12%
Other cancer
16%

Stomach cancer
2% Colorectal cancer g cancer
2% 6%

All other causes

21%
Coronary heart disease
20%
injuries and poisoning
4%
Stroke
Respiratory discase 149
6%
Cardiovascular disease
49%
Other CVD
16%
Other cancer
12%
Stomach cancer

Breast cancer
29% Lung cancer

Colorectal cancer 2%

Eur Heart J 2015; 36; 2696 - 705




EmiTAOKEG KaTta Tn Alayvwon tou 2A
( MeAétn UKPDS)

50% TWV ATONWYV HE veodlayvwoBévra ZA TUTTOU 2
TTapoucsialouv NON Mia N TTEPICOOTEPEG ETTITTAOKEG
KaTd Tn Ol1ayvwon

AEE §
Mapodiko 1oxaipiko : 1% X ‘ Ap@iBAnaTposidotréabeia : 21%

Epgpayua puokapdiou: 1%
Hppaypa puokap ° NadoAoyiké HKI : 18%

Kpeativivn TTAGopOTOG )\ Ay |
>120umolll : 3% J’f .7\ _ Yrmépraon : 35%

AlaAgiTrouca \| 3 2Tutikf) duoAcitoupyia : 20%
xwAotnTa: 3% W14’

loxaipikéS aAAOILTEIC Amougia o@iSewy : 13%
KATW AKpwy : 6%

UKPDS Group. Diabetes Research 1990.
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Aapntne looduvapo Lreaviaiac Nooou

Oavatn@opo kol un Bavarn@opo éu@payupa Huokapdiou
o€ ATopa ME Kal Xwpi¢ oakxapwdn OiafAatn TUTTOU 2

™ ZA(-)

- - ™ XA 10TTOU 2
3%

Xwpig 10T0pIKO EM Mponyouuevo 10TopIkd EM

7-€TAG €miTTTWON Oavarn@opou kal pn Bavarneopou EM
og 1373 un Si1apnTika ki 1059 diapnTikKG daropa (p<0.001)

Haffner SM, et al. N Eng J Med. 1998;339:229-234.



EmBiwon diafnTikwy Kai pn d1afnTIKWY atopwy
perd amré OEM

Minnesota Heart Survey

ANAPES ' a FYNAIKES
100

Mn diapnTikoi Mn dianTikoi

80

- AiaBnTikoi 60
AiapnTikoi

EmiBiwon (%)

20 40 60 20 40 60 80
MiAveg pera amé EM MAveg perd amd EM

Sprafka JM et al. Diabetes Care 1991;14:537-543. 8




MepioTaTiKO 1

= Avdpac, 52 eTwv he ocakyxapwdn diaBrnTn TUTTOU 2 atro 4€TiaC.
= APTNPIOKN UTTEPTAON OTTO 2£TIOC UTTO aywyn.
= Al'l: 130/80 mmHg, HbA1c: 6,9%, e-GFR > 60 ml/min/1,73m?.
= KatvioTng
= | DL: 118 mg/dl, HDL-C: 38 mg/dl, TpiyAukepidia: 200 mg / dL.
" PAPPAKEUTIKI aywyN:

aoTripivn 100mg 1*1, yerpopuivn 850mg 1*1, ipBecaptavn 150mg 1*1.




CARDIOMETABOLIC DISEASE :
Atherogenic Dyslipidemia

TG-rich LPs

I Chylos, VLDL
| + Remnants
- Fasting
- Nonfasting

Chronic
Inflammation,

Premature
Atherosclerosis

and CHD

J Chapman 2011




UKPDS: iepapxnon mapayoviwy Kivouvou
g€ aTopa pE dlaBNTN TUTTOU 2

Teaviaia vooog (n = 280)

[MoapaupeTpog
LDL
HDL

HbA

1c

ZuoToAhikn All

Kamrvioua

Turner RC, et &/ BMJ 1988 316: B23-828




H AucAimidaiygia wg rapdayovtag Kivouvou
«OVTITTPOOCWTTEVUEI» TTEPICOTEPO aTTO 50% YIa o¢u E.M.
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All Risk Hyperlipidemia*  Current and Obesity Psychosocial Hypertension Diabetes
Factors Former Factors
Evaluated Smokers

*Defined on the basis of the ratio of apolipoprotein B to apolipoprotein A1 (apoB:apoAl)
Adapted from Yusuf S, et al. Lancet. 2004;364:937-952.




XapnAa smritreda LDL-c cuoyxetiovral ME
EAATTWON KOPOIAYVEIOKWY CUMNBAVTWYV

* Hauinupévn LDL
XOANOTEPOAN ATTOTEAEI
TTapAayovTa Kivouvou yia
ZN1

H pgiwon t™ng LDL
XOANOTEPOANG ME TIG
oTaTiveg Melwvel Tov KA
Kivbuvo og aoBeveig pe
Kol Xwpig 2N,
CUUTTEPIAOMBAVOHEVWYV
TwVv aoBevwv pe OGO
2TEQaviaio Xuvdpouo
(0Zzx)23

Event rate, %

Ato Z-540-80 @
MIRACL-Atv80 @

HPS-rx @
PROVE-IT-Atv80
L]

CARDS-AtV10 @
SHARP-520+ez @

JUPITER-Ros20

Ato Z-520

TNT-Atv80

o
POSCH-con

Secondary prevention

POSCH-surg @
MIRACL-pbo

L]
LIPID-pbo
CARE-pbo @ [

@ 45-Rx

LIPID-rx
@

HPS-pbo @ ALLIANCE-pho
®

EAL-Sim20-40 @ TNT-AV10

@ IDEAL-Atv80
L4 @PROVEIT-Prv40

Primary prevention

@ CARDS-pbo

WOSCOPS-pbo
ALLIANCE-rx AFCAPS-pho
[ ]

SHARP-pbo, .ASCOT—pbo

AFCAPS-rx @ MEGA-pho
@ ASCOT-1x °® WOSCOPS-rx

MEGA-prv10-20
@ JUPITER-pho

60

100 120 140 160 180 200
LDL-C achieved, mg/dL

N = aregaviaia vooog, KA = kapdiayyeiakdg, OZ2 = otu ote@aviaio auvdpopo, IMPROVE-IT = Improved Reduction of Outcomes: Vytorin Efficacy International Trial.
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. 13




AlaoTpWHATWON KOPOIOYYEIOKOU KIVOUVOU
Opadeg Kivduvou

Subjects with any of the following:

Very * Documented CVD, clinical or unequivocal on

high-risk imaging. Documented clinical CVD includes
previous AMI, ACS, coronary revascularization and
other arterial revascularization procedures, stroke
and TIA, aortic aneurysm and PAD. Unequivocally
documented CVD on imaging includes significant
plaque on coronary angiography or carotid
ultrasound. It does NOT include some increase in
continuous imaging parameters such as intima—
media thickness of the carotid artery.

* DM with target organ damage such as proteinuria
or with a major risk factor such as smoking or
marked hypercholesterolaemia or marked
hypertension.

* Severe CKD (GFR <30 mL/min/1.73 m?2).
* A calculated SCORE >10%.

2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias




AlaoTpwUATWON KapdlayyElaKoU KivOUvou
Opaodeg Kivouvou

Subjects with:

*Markedly elevated single risk factors such as
familial dyslipidaemias and severe hypertension.

Most other people with diabetes (some young
people with type 1 diabetes may be at low or
moderate risk).

‘Moderate CKD (GFR 30—59 mL/min/1.73 m?2).

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

Subjects are considered to be at moderate risk
when their SCORE is = 1% and < 5% at 10
years. Many middle-aged subjects belong to this
risk category.

The low risk category applies to individuals with

Low-risk | cCORE < 1%

2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias




OepaTTEUTIKOI OTOXOI

Treatment goals for LDL-cholesterol

Recommendations

In patients at VERY HIGH CV risk, an LDL-C goal of <1.8 mmol/L
(70 mg/dL) or a reduction of at least 50% if the baseline LDL-C
is between 1.8 and 3.5 mmol/L (70 and 135 mg/dL) is
recommended.

In patients at HIGH CV risk, an LDL-C goal of <2.6 mmol/L

(100 mg/dL), or a reduction of at least 50% if the baseline LDL-
Cis between 2.6 and 5.2 mmol/L (100 and 200 mg/dL) is
recommended.

In subjects at LOW or MODERATE risk an LDL-C goal of
<3.0 mmol/l { <115 mg/dL) should be considered.

whww.escardio.org




A2OENEIZ MOAY YWHAOY KINAYNOY

. ZTE@AVIAIa VOO OG

. AEE i AilaAgitTrouca XWAOSTNTA | VOO OG
KOPWTIOWV

. 20KXapwong O1aBATNG ME TTPOoofoAn
OpPYAVWYV OTOXOU N TTOpouTia TTOAAATTAWYV
TTAPAYOVTWYV KIVOUVOU

. Xpovia VE@PIKN VOO OGS

. HELLENIC SCORE >10%




MPQTONENHZ 2TOXOz TH2 ArQrHz:
H MEIQ2ZH THZ LDL XOAHZTEPOAH2

AMEZH ENAP=H YTIEINOAIAITHTIKQON METPQN KAI ATQrHz ME ZTATINH
ME 2TOXO MEIQ2ZH THZ LDL XOAH2ZTEPOAH2

KaTtd >50% <70 mg/dL

vZYNIZTATAI H XOPHIMHZH YWHAHZ AOZHZ TQN MIO ANOTEAEZMATIKQN
2TATINQN

2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias




O1 oTaTtiveg TTOU KUKAO@OpPOUV oTnVv EAAGOQ

AtopBaartarivn 10-80 mg
AofaaTarivn 20-80 mg
[MiTaBaoTarivn 1-4 mg

[paBaaTarivn 10-40 mg
PoogoufaaTtarivn 5-40 mg
2 IuBaoTaTivn 5-40 mg
dAouBaaTarivn 20-80 mg

EmmpdoBeTa kukAo@opouv ol otaBepoi cuvduaouoi oiupactartivng pe eCetipitn (10/10, 10/20 kar 10/40 mg),
atoppacTtaTtivng pe eCeTipipmn(10/10, 10/20, 10/40 mq), rpaBaocTaTtivng pe @aivoiutTpdatn (40/160 mg), kKabwg
Kal oIgpacTaTivng ue @aivo@iutrparn (20/145 kai 40/145 mgq).

Hellenic Journal of Atherosclerosis 2014;5(3): 151-163
1

9




I2OAYNAMIA 2TATINQN

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 Statm Therapy

Daily dose lowers LDL-C on

average, by approximately =30%

Daily dose lowers LDL-C on
average, by approxmately 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 () 10 mg
Simvastatin 20-40 mg?
Pravastatin 40 (30) mg
Lovastatin 40 mg
Fhvastatin XL §0mg
Fluvastatin 40 mg hid
Pitavastatin 24 mg

Svastatin [0 mg
Pravastatin 10-20 mg
Lovastatm 20 mg
Fluvastatin 2040 mg

Pitavastatin I mg




E=ATOMIKEYZH YMNOAIMIAAIMIKHZ AIF'QIrHz

2TOXOz EMNIAIQKOMENH

LDL CHOL (mg/dI) ArQrHx METABOAH

- -

>400/0 - 500/0




XOPHI'HZH TQN MNIO ANOTEAEZMATIKQN
2TATINQN 2E YWHAEZ AOZEIX NMOY NNONTAI
KAAA ANEKTEZ:

» ATORVA 40-80mg/d
+ ROSUVA 20-40mg/d

MEIQZEIZ THX TAZHZ TOY 50%




mg/dl bzw.

mmol/|
150 (3,9)

135 (3,5)

120 (3,1) |-

110 (2,9)

100 (2,6) |--

90 (2,3)
80 (2,1)
70 (1,8)
60 (1,6)
50 (1,3)
40 (1,0)
30 (0,8)
20 (0,5)
10 (0,3)
0

ESC/EAS Dyslipidemia Guidelines - Eur Heart ) 2016

www.escardio.org/EAPC

ESC/EAS Dyslipidemia Guidelines 2016:

Very High Risk Patient

Baseline LDL-C
70 -135 mg/dl or 1,8 - 3,5 mmol/l
> 50% LDL-C reduction

Acy
EAFC Cardiovascular Nursing  Cardiovascular
ol Lol and Allied Professions Care Association

ACCA

Do @



JUPITER trial: consistent risk reduction
also at low baseline LDL-C

HR (95% CI) for
Baseline LDL-C Primary Endpoint

<130 mg/dL
<120 mg/dL
<110 mg/dL

<100 mg/dL

<90 mg/dL
<80 mg/dL

<70 mg/dL

60 mg/dL*

) 1.00 2.00
b —

Rosuvastatin Superior Rosuvastatin Inferior

*Overall in the trial, rosuvastatin reduced LDL-C by 50%, suggesting achieved LDL-C of <30
mg/dL in this subgroup. Cl, confidence interval; LDL-C, low-density lipoprotein cholesterol.
Hsia J et al. J Am Coll Cardiol 2011;57:1666-75.




EMITEY=H OEPAMNEYTIKOY 2TOXOY

MOIA PAPMAKA OA
XPHZIMOINOIHZOYME

ROSUVASTATIN 20 mg ' ATORVASTATIN 40mg

Meiwon LDL CHOL 50-55% LDL CHOL 62 mg/dl

Meiwon TG 25% TG 160 mg/d|

AUénon HDL CHOL 5% HDL CHOL 40 mg/d

Meiwon non HDL CHOL 46% Non HDL CHOL 85 mg/dl




DYSLIPIDEMIA HYPERTENSION

LIFESTYLE THERAPY (Including Medically Assisted Weight Loss)
LIPID PANEL: Assess ASCVD Risk GOAL: SYSTOLIC <130,
DIASTOLIC <80 mm Hg

STATIN THERAPY For initial blood pressure

If TG > 500 mg/dL, fibrates, Rx-grade omega-3 fatty acids, niacin >150/100 mm Hg:

If statin-intolerant DUAL THERAPY
; ; " ; . Calcium
Try alternate statin, lower statin Repeat lipid panel; Intensify therapies to Charifel
dose or frequency, or add nonstatin assess adequacy, attain goals according Blaciar

LDL-C- lowering therapies tolerance of therapy to risk levels
3-blocker

RISK LEVELS HIGH VERY HIGH EXTREME RISK LEVELS:
DESIRABLE LEVELS DESIRABLE LEVELS DESIRABLE LEVELS W HiGh: o
DM but no other major

risk and/or age <40

LDL-C (mg/dL) T If not at goal (2-3 months

DM + major ASCVD risk(s)
nehil < (mgialy iﬂm:ﬁ,m[%;“%HDbC’ Add calcium channel blocker,
TG (mg/dL) IV 3-blocker or thiazide diuretic

DM plus established
Apo B (mg/dL) clinical CVD If not at goal (2-3 months)

Add next agent from the above

Intensify lifestyle therapy (weight loss, physical activity, dietary changes) e

IF NOT AT DESIRABLE LEVELS: . ‘ o
and glycemic control; consider additional therapy
If not at goal (2-3 months)

TO LOWER LDL-C: Intens?fy stat?n, add ezetimibe, PCSK9i, colesevela.m, of hiacin - Additional choices (a-blockers,
TO LOWER Non-HDL-C, TG: = Intensify statin and/or add Rx-grade OM3 fatty acid, fibrate, and/or niacin central agents, vasodilators
TO LOWER Apo B, LDL-P: Intensify statin and/or add ezetimibe, PCSK9i, colesevelam, and/or niacin aldosterone antagonist)
TO LOWER LDL-C in FH:** Statin + PCSK9i

Achievement of target blood

Assess adequacy & tolerance of therapy with focused laboratory evaluations and patient follow-up pressure is critical
* EVEN MORE INTENSIVE THERAPY MIGHT BE WARRANTED ** FAMILIAL HYPERCHOLESTEROLEMIA

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOl 10.4158/EP161682.CS




Table 9.1—Recommendations for statin and combination treatment in people

with diabetes

Age

Risk factors

Recommended
statin intensity*

<40 years

40-75 years

=175 years

None

ASCVD risk factor(s)**

ASCVD

None

ASCVD risk factors

ASCVD

ACS and LDL cholesterol =50 mg/dL (1.3 mmol/L)
or in patients with a history of ASCVD who
cannot tolerate high-dose statins

None

ASCVD risk factors

ASCVD

ACS and LDL cholesterol =50 mg/dL (1.3 mmol/L)
or in patients with a history of ASCVD who
cannot tolerate high-dose statins

None

Moderate or high

High

Moderate

High

High

Moderate plus
ezetimibe

Moderate

Moderate or high

High

Moderate plus
ezetimibe

*In addition to lifestyle therapy. ** ASCVD risk factors include LDL cholesterol =100 mg/dL
(2.6 mmol/L), high blood pressure, smoking, chronic kidney disease, albuminuria, and family
history of premature ASCVD.




[MepPIOTATIKO 2

= Avopag, 48 €TWV UE IOTOPIKO EUPPAYUATOC TOU HUOKOPDIOU TTPO
ouAVvou.

= APTNPIAKN UTTEPTAON UTTO QyWYH).

= > akxapwdnc AiaBntng Tutrou 2 pe HbA1c 6,8 %

= All: 125/80 mmHg, BMI 30 kg/m?

= L DL: 90 mg/dl, HDL-C: 40 mg/dl, TpiyAukepidia: 140 mg / dL.

= YT1roAoyi{OpeEVOC puBuocg oTtreipapaTikng diInbnong
>60ml/min/1,73m?

" PAPPAKEUTIKI aywyn:
aoTripivn 80mg 1*1, petpoppivn 1000mg 1*1, orrayAirrtivnp 100mg 1*1,
AioivotTpiAn 25mg 1*1, kAommdoypEAn 75mg 1*1,

atopactarivp 40mg 1*1.




E=ATOMIKEYZH YMNOAIMIAAIMIKHZ AIF'QIrHz

2TOXOz EMNIAIQKOMENH

LDL CHOL (mg/dI) ArQrHx METABOAH

- -




Study Design IMPROVE-IT

Patients stabilized post ACS = 10 days: *3 2mM
LDL-C 50-125*mg/dL (or 50—-100**mg/dL if prior lipid-lowering Rx)  *2.6mm

N=18,144 Standard Medical & Interventional Therapy

Uptitrated to

Simva 80 mg Ezetimibe / Simvastatin
if LDL-C > 79

(adapted per 10/40 mg
FDA label 2011)

Follow-up Visit Day 30, every 4 months

90% power to detect
~9% difference

Duration: Minimum 2 2z-year follow-up (at least 5250 events)

v
Primary Endpoint: CV death, Ml, hospital admission for UA,

coronary revascularization (= 30 days after randomization), or stroke

Cannon CP AHJ 2008,;156:826-32; Califf RM NEJM 2009;361:712-7; Blazing MA AHJ 2014,168:205-12




LDL-C and Lipid Changes

1 Yr Mean LDL-C TC TG
Simva 69.9 145.1
EZ/Simva 53.2 125.8
Ain mg/dL -16.7 -19.3

s i

Median Time avg
69.5 vs. 53.7 mg/dL
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8 12 16 24 36 48 60 72 84 96
Time since randomization (months)

Number at risk:
EZ/Simva 8990 8889 8230 7701 7264 6864 6583 6256 5734 5354 4508 3484 2608 1078

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




Primary Endpoint — ITT

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

)
o~
S’
Q
=
©
oc
=
|
QO
>
Ll

40 -

W
o

N
=)

HR 0.936 Cl (0.887, 0.988) Simva — 34.7%
p=0.016 2742 events
_~—""_ NNT=50

EZ/Simva — 32.7%
2572 events

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

32



AAYOPIONOGC PAPHMAKEUTIKNG OEPATTEUTIKNAG TTPOCEYYIONG
aoc0evwyv pe OSUCAITIOQIMI
AYZAIMIAAIMIA*

MH ENITEY=H l ENITEY=H
2TOXOY I'lA THN ' ITATINH** “ ZTOXOY I'A THN
LDL CHOL LDL CHOL

TITAOMOIHZH THZ l YWHAA TPIFAYKEPIAIA

AOZHE THE OYZIOAOTIKA KAl XAMHAH HDL CHOL
STATINHE** TPIFAYKEPIAIA KAl

1 HDL CHOL CHOL

MH ENITEY=H STATINH STATINH
2TOXOY A THN + +

1 LDL CHOL \ GAINODIMIPATH ®-3 AIMAPA
O=EA

2TATINH 2TATINH
+ +
EZETIMIMIH KOAEZEBEAAMH

ENITEY=H ZTOXOY INA THN LDL CHOL, TA TPIFAYKEPIAIA KAl THN HDL CHOL
= METIZTO KAPAIAITEIAKO O®EAOZ

*Av TpIyAukepidia vnoteiag >500 mg/dL cuvioTdTal n dueon xopRynon Hiag @IuTedrng iR/kail w-3 AImrapwv oféwv
**1a TV €TMITEUEN TOU OTOXOU TNG YWY G CUVICTATAI N XOPYyNon HIOG GTATIVING O€ 8O0 TTOU AVAUEVETAI VA ETTITUXEI TO OTOXO TNG BepaTreiag
**KdaBe dimrAaoiaouég Tng d6ong piag orarivng odnyei o€ 6% mwepaitépw eAdrTwon tng LDL CHOL




e

(&

Oa aprooupe Tov acOevi pag pe LDL-CHOL 90mg/dl
OTaV UTTAPXOUV deDdOHEVA KOl OoONYieg TTOU OEiIXVOUV OTI
0a weeAnOei TrepioocoTepo av ael < 70 mg/dl ?
NMNpooBnkn ECeTipiprng 10mg

~

J

Meiwon LDL CHOL kata 25% LDL CHOL: 68 mg/dl




DYSLIPIDEMIA HYPERTENSION

LIFESTYLE THERAPY (Including Medically Assisted Weight Loss)
LIPID PANEL: Assess ASCVD Risk GOAL: SYSTOLIC <130,
DIASTOLIC <80 mm Hg

STATIN THERAPY For initial blood pressure

If TG > 500 mg/dL, fibrates, Rx-grade omega-3 fatty acids, niacin >150/100 mm Hg:

If statin-intolerant DUAL THERAPY
; ; " ; . Calcium
Try alternate statin, lower statin Repeat lipid panel; Intensify therapies to Charifel
dose or frequency, or add nonstatin assess adequacy, attain goals according Blaciar

LDL-C- lowering therapies tolerance of therapy to risk levels
3-blocker

RISK LEVELS HIGH VERY HIGH EXTREME RISK LEVELS:
DESIRABLE LEVELS DESIRABLE LEVELS DESIRABLE LEVELS W HiGh: o
DM but no other major

risk and/or age <40

LDL-C (mg/dL) T If not at goal (2-3 months

DM + major ASCVD risk(s)
nehil < (mgialy iﬂm:ﬁ,m[%;“%HDbC’ Add calcium channel blocker,
TG (mg/dL) IV 3-blocker or thiazide diuretic

DM plus established
Apo B (mg/dL) clinical CVD If not at goal (2-3 months)

Add next agent from the above

Intensify lifestyle therapy (weight loss, physical activity, dietary changes) e

IF NOT AT DESIRABLE LEVELS: . ‘ o
and glycemic control; consider additional therapy
If not at goal (2-3 months)

TO LOWER LDL-C: Intens?fy stat?n, add ezetimibe, PCSK9i, colesevela.m, of hiacin - Additional choices (a-blockers,
TO LOWER Non-HDL-C, TG: = Intensify statin and/or add Rx-grade OM3 fatty acid, fibrate, and/or niacin central agents, vasodilators
TO LOWER Apo B, LDL-P: Intensify statin and/or add ezetimibe, PCSK9i, colesevelam, and/or niacin aldosterone antagonist)
TO LOWER LDL-C in FH:** Statin + PCSK9i

Achievement of target blood

Assess adequacy & tolerance of therapy with focused laboratory evaluations and patient follow-up pressure is critical
* EVEN MORE INTENSIVE THERAPY MIGHT BE WARRANTED ** FAMILIAL HYPERCHOLESTEROLEMIA

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOl 10.4158/EP161682.CS




Table &
Atherosclerotic Cardiovascular Disease Risk Categories and LDL-C Treatment Goals

Treatment goals

LDL-C | Non-HDL-C Apo B
Risk category Risk factors®/10-vear risk® (mg/dlL.} {mg/dL} img/dL.}

— Progressive ASCVD mcluding unstable angina in patienls
after achieving an LDL-C <70 mg/dL

Extreme risk — Established clinical cardiovascular disease in patients with
DM, CKD 34, or HeFH

— History of premarure ASCVYID (<35 male, <63 female)

— Established or recent hospitalization Lor ACS, coronary,
carotid or peripheral vascular disease, 10-vear risk >20%

— Diabetes or CKI 3/4 with 1 or more risk factor(s)
HeFH

— 22 risk factors and 10-year risk 10-20%
- Diabetes or CKD 3/4 with no other risk factors

Moderate risk <2 risk factors and 10-year risk <10% <100 <130} <00

L.ow risk {1 risk factors <] 3} <G MR

Very high nsk

High risk <100 <] 30 <00}

Abbreviations: ACS = acule coronary syndrome; ASCVD = atherosclerotic cardwovascular disease; CKD = chronic kidney
disease; DM = diabetes mellitus; HDL-C = high-density lipoprotein cholesterol; HeFH = heterozygous familial hypercholes-
terolemia; LDL-C = low-density lipoprotein cholesterol; MESA = Multi-Ethnic Study of Atherosclerosis; NR = not recom-
mended; UKPDS = United Kingdom Prospective Diabetes Study.

* Major independent risk factors are hagh LDL-C, polycysnc ovary syndrome, cigarette smoking. hypertension (blood pressure
=140/ mm Hg or on hypertensive medication), low HDL-C (<40 mg/dL}, family history of coronary artery disease (in male,
first-degree relative younger than 55 years; in female, first-degree relative younger than 65 years), chronic renal disease (CKD)
stage 3/4, evidence ol coronary artery calcification and age (men =45: women =55 vears). Subtract | risk factor if the person
has high HDL-C.

b Framingham risk scoring is applied 1o determine 10-year risk.

Reproduced with permission [rom Garber et al. Endocr Pract, 2017;23:207-238,




H peiwon tng LDL-c cuoxeTideTal ye HEIWON TNG
OAIKNG & KapOdlayyelakKNG OvnoiyuoTnTag &
voonpoTNTaGg

H peiwon Tou KIvduvou cuoxeTileTal he peiwon TS LDL-c katd 39 mg/dL: CTTC

2UVOAIKA Zre@aviaia EM + oTtepaviaiog Emeppdaocig Oavarngopo R un  Meifov ayyeiako
evnoiuoéTnTa  BvnoInNoTNTA 0dvarog gIMavayyeiwong EYKEQPOAAIKO ouupav

Relative risk reduction (%)

Mpooappoyr) atrd Cholesterol Treatment Trialists’ (CTT) Collaboration. Lancet. 2005;366:1267-1278




MepioTaTIKO 3

= AvOpagc, 58 eTwv ue dIaBNTIKN ap@IBAnCTPOEIdOTTABEIQ.
= > akxapwdnc AiaBnTtng Tutrou 2 pe HbA1c 6,9 %
= Al'l: 130/80 mmHg, BMI 27 kg/m?
= | DL: 74 mg/dl, HDL-C: 35 mg/dl, tTpiyAukepidia: 213 mg / dL.
= YT1roAoyi{OpeEvVOC puBuocg oTtreipapaTikng diInbnong

>60ml/min/1,73m?.
" PAPPAKEUTIKI aywyn:

aoTipivn 100mg 1*1, pyer@opuivn 1000mg 1*1, moyAhitalovn 1*1,
polouBacTtarivn 40mg 1*1.




AAYOPIONOGC PAPHMAKEUTIKNG OEPATTEUTIKNAG TTPOCEYYIONG
aoc0evwyv pe OSUCAITIOQIMI
AYZAIMIAAIMIA*

MH ENITEY=H l ENITEY=H
2TOXOY I'lA THN ' ITATINH** “ ZTOXOY I'A THN
LDL CHOL LDL CHOL

TITAOMOIHZH THZ l YWHAA TPIFAYKEPIAIA

AOZHE THE OYZIOAOTIKA KAl XAMHAH HDL CHOL
STATINHE** TPIFAYKEPIAIA KAl

1 HDL CHOL CHOL

MH ENITEY=H STATINH STATINH
2TOXOY A THN + +

1 LDL CHOL \ GAINODIMIPATH ®-3 AIMAPA
O=EA

2TATINH 2TATINH
+ +
EZETIMIMIH KOAEZEBEAAMH

ENITEY=H ZTOXOY INA THN LDL CHOL, TA TPIFAYKEPIAIA KAl THN HDL CHOL
= METIZTO KAPAIAITEIAKO O®EAOZ

*Av TpIyAukepidia vnoteiag >500 mg/dL cuvioTdTal n dueon xopRynon Hiag @IuTedrng iR/kail w-3 AImrapwv oféwv
**1a TV €TMITEUEN TOU OTOXOU TNG YWY G CUVICTATAI N XOPYyNon HIOG GTATIVING O€ 8O0 TTOU AVAUEVETAI VA ETTITUXEI TO OTOXO TNG BepaTreiag
**KdaBe dimrAaoiaouég Tng d6ong piag orarivng odnyei o€ 6% mwepaitépw eAdrTwon tng LDL CHOL




ACCORD

Diabetic Patients with Elevated TG - Low HDL-C

Patients with Atherogenic Dyslipidaemia (HDL <34 and TG>204 mg/dl*) had
a 70% higher relative risk of major CV events** compared to those without
Atherogenic Dyslipidemia, despite achieving a mean LDL-C of 80 mg/dl

20

. Simvastatin
15

Without With
Atherogenic Dyslipidemia  Atherogenic Dyslipidemia

* HDL<0.88 mmol/L; TG <2.3 mmol/L

**Major CV events defined as CV death, nonfatal Ml and nonfatal struk

ACCORD Study Group. N Engl J Med March 14




ACCORD Lipid

31% Reduction in Events Iin Patients With Atherogenic Dyslipidemia

Simvastatin + | Simvastatin + Hazard Ratio P Value for
Subgroup Fenofibrate Placebo (95% CI) Interaction

e of event (no. in group)
Overall 10.5 (2765) | 11.3 (2753)
Iriglyceride — HDL-C combination

TG 2 204 mg/dL +
HDL-C < 34 mg/dL 12.4 (485) | 17.3 (456)

All others

1 oF
1 i
u

Simvastatin 4 Simvastatin

]

fenofibrate alone
better better

AN

20 patients with type 2 diabetes and atherogenic dyslipidemia
needed to be treated for 5 years to prevent 1 CV event

dudapbed trom ACCORD Siudy Group, N Engl J Mad, 2010:362(17):15683-1574




ACCORD — Primary Outcome

A Primary Outcome

=
e

i
=
-4
=
Lat
=
2
=
9
3
&

Years
Mo. at Risk

Fenofibrate 2765 2644 2565 2485 1981 1160 412 249 137
Placebo 753 2634 2528 2447 1979 1161 395 245 131

ACCORD Study Group. NEJM 4/2010




Meta-analysis of Randomized Trials
of Fibrate Drugs

A Subgroups with Dyslipidemia B Complementary Subgroups
Study ©Odds Ratio (95% Cl) Study Odds Ratio (95% CI)

ACCORD : ACCORD

FIELD ; FIELD

BIP ' BIP

HH5 . HH5

WA-HIT s VA-HIT

Surmmary 0.65 (0.54-0.78) ’ Summary
B . E— T | T | R

016 0325 040 063 1 1.58 016 025

Dyslipidemia: TG = 204mg/dL, HDL-C = 34mg/dL
Complementary subgroups: TG < 204mg/dL, HDL-C > 34mg/dL

Odds ratio | 35% in dyslipidemia

Sacks FM, et al. N Engl J Med 2010;363(7)692-694. © 2010 Massachusetts Medical Society




Recommendations

Drug treatment should be
considered in high-risk patients with

TG >2.3 mmol/L (200 mg/dL).

Statin treatment may be
considered as the first drug of
choice for reducing CVD risk
in high-risk individuals with
hypertriglyceridaemia.

In high-risk patients with TG
>2.3 mmol/L (200 mg/dL) despite
statin treatment, fenofibrate may

be considered in combination with

statins.

2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias




EZATOMIKEYZH THZ AIQIrHX

[MPOZOHKH QGAINOO®IMMPATHZ 1*1

Meiwon LDL CHOL karta 7% LDL CHOL 69 mg/dl

Auénon HDL CHOL katd 8% :> HDL CHOL 39 mg/dl

Meiwon TRG karta 28% TRG 151 mg/dl




[MepioTaTiko 4

= Avdpag, 49 etwv ue MNMAA.
= > akxapwodnc AlaBntng tutrou 2 pe HbA1c 6,7 %
= | DL: 130 mg/dl, HDL-C: 39 mg/dI, TpiyAukepidia: 140 mg / dL.
=" DapUOKEUTIKI aYWYA:
eCeTipipttn 10 mg1*1, polouBacTartivn 5 mg 1*1.

MeyaAUTepeC OOOCEIC OTATIVWYV OEV YiVOVTAI AVEKTEC AOYW MUAAYIWV.




Iuptpmvi.u (Consensus) e1d1kwv

yia tnv opBoloyikn xopnynon
Twv avactoAswv tng PCSK9

CANDINDATE PATIENTS

1. ESTABLISHED CVD + LDL -C 2 100 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 = 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

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

ON MAXIMUM
TOLERATED

HYPOLIPIDEMIC
TREATMENT

100mg/dL (2.6 mmol/L), RESPECTIVELY

HELLENIC JOUR NAL OF ATHEROSCLERGSIS : J.#" -

Official Publication of the Hellenic Atherosclerosis

Society




Recommendations for the pharmacological
treatment of elevated LDL-cholesterol

Prescribe statin up to the highest recommended dose
or highest tolerable dose to reach the goal.

In the case of statin intolerance, ezetimibe or bile acid
sequestrants, or these combined, should be
considered.

If goal is not reached, statin combination with a
cholesterol absorption inhibitor should be considered.

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

In patients at very high risk, with persistent high LDL-
C despite treatment with maximal tolerated statin
dose, in combination with ezetimibe or in patients
with statin intolerance, a PCSK9 inhibitor may be
considered. S

www.escardio.org




fourier

FOURIER: Study design overview — ~

Evolocumab SC

140 mg Q2W or 420 mg QM
(per subject preference)

n~13,750

Screening

Age 40-85 years

MI, stroke or PAD
Additional risk factors

(1 major or 2 minor)
Optimal background lipid
therapy (including effective Placebo SC
dose of statin * ezetimibe)

LDL-C 270 mg/dL or Q2W or QM
non-HDL-C 2100 mg/dL (per subject preference)

n~13,750

Randomisation 1:1

T T T e B |
Maximum approx. 15 weeks W4 W12 W24 Q24W Number of
key 2°
Primary endpoint: time to CV death, MI, stroke, hospitalisation ndpons
for UA or coronary revascularisation

Key secondary endpoint: time to CV death, Ml or stroke
=  Sabatine MS, et al. Am Heart J 2016:173:94—-101.




Median LDL-C Levels Over Time:
All Patients

100

30 - —e
20 - Placebo

20 - Median 92 mg/dL
| 59% mean reduction (95%CI 58-60), P < 0.001
gg _ Absolute reduction: 56 mg/dL (95% CI 55-57)
40
2 -
30: Evolocumab
20° Median 30 mg/dL

)
S
(#))
E
0
Q
e
0
3
o
N =
O
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(&)
-

3 48 60 72 84 95 108 120 132 144 156 168
Bﬂ.arisk

lacebo ) . , , 10, , 3,352 790
Evolocumab ) . 144 12,964 12,645 , , , 3323 768

LDL-C was significantly reduced in the evolocumab group (median: 30 mg/dL)
including 42% who achieved levels £ 25 mg/dL vs < 0.1% in the placebo group

Data shown are median values with 95% confidence intervals in the two arms; ITT.
Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017). doi: 10.1056/NEJMoal1615664




4 )

Ogpatrevovrag acOevn TTOAU upnAou KivOUvou ME
duoaveia oTiG UPNAEG OOOEIS OTATIVWV
NMNpooBnkn Alirocumab B Evolocumab

Meiwon LDL CHOL kata 50-60% LDL CHOL: 65-55 mg/dl




Alirocumab

ODYSSEY Outcomes Study Design e«

> Patient population: Primary endpoint: Composite of
Recent ACS (4-52 wks bofore randomization®) CHD death
AUﬂmLum_nLttﬂ_[ull:rmniLﬂL{ 270 mg/dL (1.81 mmol/ Non-fatal M
L), or non-HDL-C =100 mg/dL (2.59 mmol/L}, or apo B 280 Ischemic stroke

mg!dL despite optimal statin treatment Unstable angina requiring hospitalization

Run-In Period Double-Blind Treatment Period
(up to 16w) (~2to 5 years)

Until Month 2: At Month 2 and beyond:

73 or 150 mg every 2w
everyngw (adjusted af Month 2 Jn’ﬁmded fmhrﬂn to achieve LDL-C<50 mg/dl)

Alirocumab (n=9000)

Ran&atimn Placebo (n=9000)

Background Lipid Treatment: Atorvastatin 40/ 80mg, rosuvastatin 20/40 my, or maximal tolerated dose of one of these statins, with non-statin
lipid treatments allowed

Diet: WCEP-ATPINl Therapeutic Lifestyle Changes or equivalent throughout study
*  Upon amendment & approval only {4-16 weeks prior to amendment & approval)

ODYSSEY Outcomes will determine whether the addition of the PCSK? antibody alirocumab to intensive statin therapy reduces
cardiovascular morbidity and mortality after ACS.

Schwartz G.G., et al., American Heart Journal 2014 168:5 (682-689.21)




2UNTTEPAC AT

= H utrepXoAnotepoAaigia OXETICETAI ME TNV AVATTTUEN
aONPWHATIKAG VOOOU O OTTOIOONTTOTE APTNPIOKO TTEdIO.

= Apeon &vapén R EVTATIKOTTOINOTN TNG UTTOAITTIOAIMIKNG
AYWYNG o0& OAO TA ATOMO ME ZA KAl EYKATECTNMEVN
aOnpwpuaTtikn véoo.

= ETIAoyl TNG OTATIVNG I OUVOUOOMOU HE ECETINIMTTN,
@aivo@iutparn, PCSK9 avaloya pe Ta TTiTreda oTOXOG
KOl TNV aTraiToupevn MeEiwon tng LDL xoAnotepoAng.

" ETTaveKTiNNOoN TOU aCOevh) yia TOV £AEYXO TNG
OTTOTEAECHATIKOTNTOG KOOI TNG AO@AAEING TG OAYWYNG.

" MMapdAANAn BepatTeuTIK TTaPEMBAON OTOV TPOTTO (WNAG.




