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L'esposizione temporale e cumulativa al Colesterolo-LDL & un predittore chiave del
rischio di malattia cardiovascolare aterosclerotica (ASCVD)
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Ference BA, Eur Heart J 2017
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TREATMENT GOALS FOR LOW-DENSITY LIPOPROTEIN CHOLESTEROL (LDL-C)
ACROSS CATEGORIES OF TOTAL CARDIOVASCULAR DISEASE RISK

Treatment goal [~ SCoRE 1%
+ SCORE <1%
for LDL-C I_/ _ » SCORE 21% and <5%

3.0 mmol/L

*a * Young patients (TIDM <35 years; T2DM <50 years) with DM
(116 mg/dL) LO\_N / duration <10 years without other risk factors
2.6 mmol/L +» SCORE 25% and <10%
AR * Markedly elevated single risk factors, in particular TC >8 mmol/L
(100 mg/dL) .

. (310 mg/dL) or LDL-C >4.9 mmol/L (190 mg/dL) or BP 2180/100 mmHg
‘o, + FH without other major risk factors

' * Moderate CKD (eGFR 30-59 mL/min)

* DM without target organ damage, with DM duration 210 years or other

."- additional risk factor
(70 mg/dL) .
& 250% 1. + ASCVD (clinical/imaging)

reduction « SCORE 210%

from baseline S * FH with ASCVD or with another major risk factor
1.4 mmol/L Rl € . severe CKD (6GFR <30 mL/min|
(55 mg/dL) "...

Treatment goal for LDL-C

« DM & target organ damage: 23 major risk factors;
or early onset of TIDM of long duration (>20 years)

YoMl © ASCVD (clinical/imaging)
+ 2° VASCULAR EVENT < 2 YEARS (ACS, STROKE, CLI)
(40 mg/dL)

Low Moderate High  Very-High/PROHIBITIVE CV Risk

MODIFICATO trom: Mach £, et al. Eur Heart J 2019. doi:10.1093/eurhearti/ehz455.
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Several large randomized controlled

trials

that included hundreds of

thousands of patients have shown the
benefit of statins in reducing LDL-C

levels

and coronary heart disease risk.

Year Trial References Patient Category Statin(s) n
1994 4S 69 CHD Simvastatin Sl
1995 WOSCOPS 70 Healthy hypercholesterol. Pravastatin 6595
1996 CARE 71 CHD Pravastatin 4159
1997 Post CABG 85 CHD Lovastatin 1351
1998 AFCAPS/TEXCAPS 84 Healthy Lovastatin 6605
1998 LIPID 76 CHD Pravastatin 9014
2000 GISSI Prevenzione 86 CHD Pravastatin 4271
2001 MIRACL 87 CHD Atorvastatin 3086
2002 HPS 88 CHD Simvastatin 20536
2002 LIPS 89 Post PCI Fluvastatin 1677
2002 GREACE 90 CHD Atorvastatin 1600
2002 PROSPER 91 Elderly (70—82 y) high risk Pravastatin 5804
2002 ALLHAT-LLT 92 Hypertensive high risk Pravastatin 10355
2002 ASCOT 93 Hypertensive Atorvastatin 10305
2003 ALERT 94 Renal transplant Fluvastatin 2102
2003 CARDS 95 Diabetes mellitus type 2 Atorvastatin 2838
2004 ALLIANCE 96 CHD Atorvastatin 2442
2004 PROVE IT 78 CHD Pravastatin-atorvastatin 4162
2004 AtoZ 79 CHD Simvastatin 4497
2004 TNT 80 CHD Atorvastatin 10001
2005 4D 97 Dialysis patients w. Atorvastatin 1255
diabetes
2005 IDEAL 81 CHD Atorvastatin -simvastatin 8888
2006 MEGA 98 Healthy hypercholesterol. Pravastatin 8214
2006 SPARCL 99 Stroke Atorvastatin 4731
2007 CORONA 100 Heart failure Rosuvastatin 5011
2008 GISSI HF 101 Heart failure Rosuvastatin 4574
2008 JUPITER 102 Healthy CRP elevation Rosuvastatin 17802
2009 AURORA 103 Chronic kidney disease on Rosuvastatin 2776
dialysis

2010 SEARCH 82 CHD Simvastatin 12064
2011 SHARP 104 Chronic kidney disease Simvastatin+ezetimibe 9270
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Baigent C, Lancet 2005
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Every reduction in LDL-C with STATINS is
associated with a corresponding reduction in CVD

30 4S - Placebo
O
25 Rx - Statin therapy
PRA — pravastatin Secondary Prevention
ATV - atorvastatin
(]
<
- © LIPID - Placebo
‘
T LIPID - Rx CARE - Placebo
CARE - R &
. HPS - Rx © TNT - ATV10 HPS - Placebo
TNT = ATV80 O O PROVE-IT - PRA WOSCOPS — Placebo B
PROVE-IT - B’V AFCAPS - Placebo m
JUPITER
5 _es® AFCAPS - Rx PLACEBO WOSCOPS - Rx
L e e B ASCOT - Placebo
R JUPITER.----=-="""" . :
] o s L B ASCOT - Rx Primary Prevention
~--9 O
40 60 80 100 120 140 160 180 200
30 (1.0) (1.6) (2.1) (2.6) (3.1) (3.6) (4.1) 4.7) (5.2)

LDL-C achieved mg/dL (mmol/L)

Adapted from Rosensen RS. Exp Opin Emerg Drugs 2004; 9(2):269-279
LaRosa JC et al. NEJM 2005; 352:1425-1435
Ridker PM et al. NEJM 2008; 359: 2195-2207
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Primary Endpoint — ITT %VE/I’

Cardiovascular death, MI, documented unstable angina requiring
rehospitalization, coronary revascularization (=30 days), or stroke

40 -
. HR 0.936 CI (0.887, 0.988) . _ A
When added to statins, 015 S D

ezetimibe reduces LDL
cholesterol levels by an

additional 16%.

wW
o

EZ/Simva — 32.7%
2572 events

Event Rate (%)
N
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Time since randomization (years)

7-year event rates

Cannon CP, N Engl J Med 2015



AMPRUS
weose / Quello che le [ inee Guida Now Dicono Napoli, 5-6 aprile 2024

Statina + ezetimibe nei pazienti a piu elevato rischio
La stratificazione secondo lo score TRA2P-TIMI 50
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Bahula EA, JACC 2017
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Scenari clinici dove la terapia di combinazione ha dimostrato la sua efficacia ed utilita

. ll\ii)R(‘)\’F_I.l‘

« SHARP
CIMT reduction « SANDS
with « I-ROSETTE

statins

« PRECISE IVUS

« VYCTOR

Cardiology Research and Practice 2020
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The primary endpoint was the
3-year composite of
cardiovascular death, major
cardiovascular events, or non-
fatal stroke, in the intention-to-
treat population with a non-
inferiority margin of 2:0%.

weose / Quello che le [ inee Guida Now Dicono Napoli, 5-6 aprile 2024
RACING TRIAL
100 j’ High-intensity statin monotherapy
v —— Moderate-intensity statin with
154 ezetimibe combination therapy
2 Absolute difference-0-78% (90% C1-2-39 to 0-83)
g 104 -
{75 -~ ”’_/
g / X
- -
E -
2 5- P
3 //f“
0 T T 1
0 1 2 3
Niviibes gtk Time since randomisation (years)
Monotherapy 1886 1786 1711 1639
Combination therapy 1894 1795 1724 1654

Kim B-K, Lancet 2022
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RACING TRIAL

Moderate- High- Absolute difference (95% CI)
intensity statin intensity statin
with ezetimibe monotherapy
combination (n=1832)
therapy (n=1846)
Serious adverse events
Death 26 (1-4%) 22 (1-2%) 0-21(-5-88 to 1-01)
Adverse events
Discontinuation or dose reduction of study drug due to intolerance 88 (4-8%) 150 (8-2%) -3-42 (-5-07 to -1-80)
Reported symptoms
Dizziness or general weakness 10 21
Chest discomfort or headache 7 12
Gastrointestinal symptoms 4 [=]
Urticaria or itching sensation 6 7
Myalgia 7 22 0 - 0 -
5 3 Higher proportion of patients with
Physician discretion .
Liver enzyme elevation 15 32 LDL ChOIeSterOI Concentratlons Of
Creatine kinase elevation 25 33
Fasting glucose concentration elevation s 6 IeSS than 70 mg/dL and IOWer
Other - 5 = .
New-onset diabetes 145 (7-9%) 159 (8:7%) -0-82 (-2-65 to 1-00) |nt0|erance-re|ated drug
New-onset diabetes with anti-diabetic medication initiation 95 (5-1%) 107 (5-8%) . . . . .
Muscle-related adverse events 21 (1-1%) 34 (1-9%) 0-69 (-2-22to 0-82) dlSCOntInuatIOn Or dose reductlon.
Myalgia 17 (0-9%) 29 (1-6%) 0-66 (-1-46 to 1-06)
I‘.'."updlhy 2 (0-1%) 4 (0-2%) -0-11 (-0-50 t0 0-25)
Myonecrosis™ 11 (0-6%:) 13 (0-7%%) 0-11 (-0-72 to 0-48)
Mild 8 S
Moderate 2 3
Severe induding rhabdomyolysis 1 1
Gallbladder-related adverse events 13 (0-79 7 (0-4%) 0-32(-0-22 to 0-89)
Major bleeding 17 (0-9° 13 (0-79%) 0-21 (-0-441t0 0-87)
Cancer diagnosis 37 (2-0%) 28 (1-5% 0-48 (-0-43t00-14)
New-onset neurocognitive disorder 4 (0-2%) 2 (0-1%) 0-11 (-0-25 to 0-50)
Cataract surgery 19 (1-0%) 21 (11 -0-12 (-0-86 to 0-62)
Data are n (%:). These events were adverse events of special interest in this study. ULN=upper limit of normal. *Severity of myonecrosis was dassified by an elevation of
creatine kinase concentration compared with either baseline concentration or the ULN: mild >3 times ULN; moderate =10 times ULN; severe =50 times ULN
Table 4: Secondary safety endpoint of the safety population Kim B_K’ Lan Cet 2022
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I reieted ow. ard rodercte-mib poments

Rk mOdfiers
maging (Cchnical atherosclerosn)
Rk RechxssScation’

Hyh potency statin at highest
recommended /
tolerable dose 1O reach the goal

Lifestyle advice /
Lifestyle intervention

* Secondary prevention (very-high rak)
* Primary prevention: patents with
FH and another magor risk factor
(very.-hugh.cuk)

* Premary prevention: patients at
very-hugh rok but without Fid

2019 ESC/EAS Guidelines for
the management of
dyslipidaemias: lipid
modification to reduce
cardiovascular risk

@ESC

European Society

EAS C‘T of Cardiology

CESC e

March F. Eur Heart J 2019



AMRUS

weose / Quello che le [ inee Guida Now Dicono Napoli, 5-6 aprile 2024

Graphical Abstract Combination lipid-lowering therapy as first line @ ESC
strategy in very high-risk patients. Europesn Socity

Combination lipid-lowering therapy as first line strategy
in very high-risk patients

Cardiovascular risk
assessment

@ E S C European Heart Journal (2022) 43, 830-833 VIEWPOINT * *
European Society https://doi.org/10.1093/eurheartj/ehab718 Epldemlology and prevention
of Cardiology Very High Extremely high risk
CVD Risk patient®
o L . L . .
Combination lipid-lowering therapy as first-line v .
Start statin +
. e - - Start statin + SR
strategy in very high-risk patients ovotimber | |eZelimibe” + PCSK9
targeted therapy®
Kausik K. Ray’*, Laurens F. Reeskamp 2 Ulrich Laufs © 3, Maciej Banach - v l P
. 5 o v 6 7 . a8
Frangois Mach © °, 2Lale S. Tokgozogiu , Derek L. Connolly’, Izknja J. Gerrits®, Reduction <50% Y} [ " B {~ i statindniolerant petieris corielder szetimibe + |
Erik S. G. Stroes ® *, Luis Masana @ ’, and John J. P. Kastelein OR Reduction >50% & bempedoic ackd or PCSK targeted therapy
LOL-C >1.4 mmol| |LOL-C <14 mmoilL o i
J & Extremely high risk = post ACS + history of
other vascular event/peripheral artery disease/
polyvascular disease/multivessel coronary artery
Add PCSK9 disease/familial hypercholesterolemia
No further action
targeted therapy® or needed # monoclonal antibodies directed against PCSK9
bempedoic acid L ) Lo PCSK9 siRNA therapy )

Eur Heart J, Volume 43, Issue 8, 21 February 2022, Pages 830-833, https://doi.org/10.1093/eurheartj/ehab718

The content of this slide may be subject to copyright: please see the slide notes for details.

Kausik KR, Eur Heart J 2022
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s Y
Ricovero per SCA

l

~ : "\
Intolleranza alle statine
gia documentata?

\

j Inziare ezetimibe + PCSK9i
‘ (considerare acido bempedoico
se C-LDL basale >170 mg/dl)

-

-

5O

[ Iniziare con ezetimibe + acido bempedoico ]

POSIUOH paper ANMCO: In trattamento con S[J:"‘e _J [ Possibile incremento dose stating o ] L -'I"IUT]‘I{AO'.C dose Sl:.:'.lﬂ.') 0
, " ' , 1ont ove sostituzione con statina pil efficace? | == | SOSUtUZIONE CON $tatina pil
Gestione dellpercolesterolemia nei pazienti prins dal ccvero? } Sgiuzons S athe el

= [=]] '

con sindrome coronarica acuta [x]

efficace ed inizio exetimibe

{ Iniziare con ezetimibe + valutare inizio PCSK9) ]

Leonardo De Luca', Carmine Riccio’, Alessandro Navazio’, Serafina Valente, Manlio Ciprian’’ - ‘ :
Marco Corda’, Alfredo De Nardo”, Giuseppina Maura Francese?, Cosimo Napoletano’, Malattia renale cronica | :j , | Iniziare statina a moderata intensita alla
Emanuele Tizzani", Loris Roncon", Pasquale Caldarola™ Michele Massimo Gulizia®, L con eGFR <30 ml/min? J MDT {il prima possibile) + ezetimibe
Domenico Gabrielli", Fabrizio Oliva", Furio Coliviechi'™ j

Iniziare statina ad alta intensita alla

S ARV m .
cndbboedialesie, ] [ > L[:g <80 anni? )E__. MDT (il prima possiblle) + ezetimibe

___precedenti 12 mesi? J g + PCSKOi
=] =]

J Infziare statina ad alta intensita alla

Iniziare statina ad alta intensita alla MDT

‘ _ MDT (il prima possibile) + ezetimibe
(il prima possibile) + ezetimibe

+/- acido bempedoico

De Luca L, G Ital Cardiol. 2023
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DA VINCI Sought to Determine Attainment of ESC/EAS
LDL-C Goals In Clinical Practice Across Europe

Implementation of both 2016 and 2019 ESC/EAS guideline LDL-C goal attainment for patients
(n=5888) across 18 countries in Europe in primary and secondary healthcare settings

*
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o Moderate intensity High intensity statin Ezetimibe Other LLT Low intensity statin PCSK9i combination
i statin monotherapy = monotherapy combination monotherapy

» Only 28% of patients were receiving high intensity statin monotherapy
> Few patients (9%) were receiving ezetimibe combo
» Even fewer patients (1%) received PCSK9i combo

*Stabilised LLT at time of LDL-C measurement. combo, combination

LDL-C = low-density lipoprotein cholesterol; LLT = lipid lowering therapy; PCSK9i = proprotein convertase subtilisin/kexin type 9 inhibitor.
Ray, KK, et al. Eur J Prev Cardiol. 2020. doi:10.1093/eurjpc/zwaa047.
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Only 18% of Very-High Risk Patients Achieved LDL-C Goals of
< 1.4 mmol/L (< 55 mg/dL)

2016 Oversl B Low-intensity statin Moderate-ntensiy statin I High-nsensity statin Il Ezetimbe W PCSKS Other LLT
v Othe
2019 monotherapy monotharapy monotherapy combnation combination o
O 12 a6 3 na Overasfl (n = 4112)
- - § — - Low -ntens by slatin manctharagy (n = 148)
rearall 27 .6 02 - — s> Moderate ity shtn monohernapy (n = 2131)
n=41 - e Hghintansity statn monotherapy (0 = 1134
Nl -y . E2etmbe combinaton (n = 3N
3.9 1.7 6.4 B — 2 PCEKS combination (n = 49)
-~ Other LLT (n= 2N
w risk 190 20.7 an Overall (0 =172
’ o Low e by stn manctheragy (n = 6
- oy Moderate -rinms by st monoberapy (n = 72
50 on 1.0 6.5 4 - = Hghinlansily statn monother gy “ M
] — - L2etmbe combnaton (n = 46
d s PCEKE combination (n = 3
ylorate risk —— Other LLY (n
o
n = 1219 - - Overaft (n = 1219)
5.1 s 7 24 a3 Low-ntens ty st monotherapy (n = 61
4.0 9.8 g 3 as Moderate e by sitn moanoheragy (n = 734)
. - — Mghintenety smin moncther apy (7 = 200
N risk .‘! e Extmbe combeaton (n = 119
(n =580 u . PCSKA combnation (n = 1§)
= > > Other LLT (n =
- 2.0 c.2 R '
2.4 1.2 Vs 2w Owverafl (n = 5%))
w—: SO Low-nters by st monotherapy (n = X
e - . Moderate-nte sty sktn manoheragy (n = 377)
ry hagh risk - NNt SRIN mooother =N
by 'S Wy uty i) oy Yy F.
e 14 = Extmbe combination (n = 24
} v - - - . L - - v - " PCSKH combnation (n = )
0 20 40 60 80 100 (o) 20 40 o0 8o 100 Othar LLT (n = 47

Proportion of Patients Recelving LLT (%) Proportion of Patients Achieving Goal (%) g':'f»‘."::,z.':-..) nanctheragy (n = 51

Moderate -rinrs ty st monoherapy (n = S48)

Hghintansily statn monother apy (0 = 782
E2etmbe combnaton (n= 19

g very-high risk patients receiving statin monotherapy, goal attainment was 14%, 16% and 22% in those receiving low-, [EFDPISRSEREEN
moderate- and high-intensity statins, Overall, 37% of patients receiving ezetimibe combination therapy and 57% receiving Rual iUt
PCSKS9 inhibitor combination therapy achieved their risk-based LDL-C goal. SNEIN10 teb-baned LN G targets

Low sk 202019 « 30 mmoll («
Moderate rekc 2096 < 3.0 mmoll |«
NB <28 mmoll <« 10T mgid L M

poacie i Cadovescd s desmem CV « cordovecu e EAS « Burcgesn Albarosdernets Scouly E5C « Eurgman Socmty of Cariciogy LOL-C = b deraty lpugecten chalestercst LLT = Ipadionwning
2 = progratem s CoTweriame ttRE Y teer hpe 9 irtditor <2bnm
ow 184 1 e svre B 0% o D018 < ok < 1196 mgent W 0Ny 00e Dy B Seglayed Nis e rumher of pationts 0 he catepory wih sonmissng LOL C goad sra Posents eniolod < 7Om

Nl x 2019 <
L), Very high nek 2016

SO0y Drewertion whiose Srg ASCVD evert 000umed Mer he date LDU < w00 aeer SN SOC drr Ny W00 N e (NPT (F 100 group. Anong patents enidod a8 400Ny proventon, 142 Nad e eyl CV < TOmguL) 201
vent secorded afer her mosl ecart LOL-C mussmimemert. hance Fay wste aralnes o8 (rimary reserton peierts for outcomen sssessed of LOL-C messcrwrent sich as gow sttermart For outcomens sesessed ot « 1.4 mmalL (< 58 mgil
rrolrert. Bass 142 paterts vere srsysed s secondery prewmston Ray KK o al J Prev Cardiol 2020. Goi 10 00w pozwaaddT

Kausik KR, Eur J of Prev Card 2020
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In Very High Risk Patients with Established ASCVD, Goal Attainment was
More Likely Seen in those Receiving Combination Therapy

2016 il B Low-intansty statn Modarata-intansty statin M High-intansty stetn M Ezetmibe W PCSKS Other LLT
2019 e monotherapy monatharapy : monotherapy combmnaton combinaton ERE——
Proportion of Patients Receiving LLT (%) Proportion of Patients Achieving Goal (%)
375 - i 2 1 Overall {n = 2038)
2.3 9.3 1.1 6.3 39 Low-intensity statin monotherapy (n = 47)

iars hind st 2% & R Moderate.inensty statin monu!ﬁ:r;q (n = 887)
very II}.‘ 1 18k 'j?"" 18 High-intensity statin monotheragy (n = T64)

_ 19 Ezetimibe combination {n = 189)
PCSXA combination (n = 24)

N m, g 13 Other LLT (n=128)
% . o o o 0 15 2016/2019 nsk-based LOL-C targets:

Low nsk 201672019, <30 mmolL (< 116 mgidL)
Moderate risk: 2016 < 3.0 mmobL (< 118 mgidL)
2019, (< 101 mQ'dL), High sk 2016
<26 mmolL (< 100 mgdL), 2019, < 1 B mmalL
(= 70 mg/dL) Very high rsk: 2016, < 1.8 mmolL

PCSKSI combo Low intensity
1% ‘min mone

Ezmn&bo (<= 70 mgr/dL) 2019, < 1.4 mmolL {< 55 mgfdL)
combo ~
s.n
— Moderate
intensity
Satin mono
High intensity aa%

Matin mono
g%

0 20 40 &0 a0 100

ASCVD = stherosclemtic cardioscular diseass; CV = cardioascuar. LOL-C = lowdensity Ipoproten cholesterol. LLT = lpsd-lowmerng therapy, PC = proproten comeeriase subtiisn/bexn typs 9 inhistor
NG the num i patiants in the category with non-missing LOLC goal data Patknts enriiad as secondary prevention whosa frst ASCVD ewant occuved atar the date LDL-C levels wera staddiaed are
includad inthe primary prasantion .j-.u_ Among patknts qfl-"lv! o secondary pravantion, 142 had their st CV event racordad atar thar mast rece

e LDL-C maaswamant henca thay were analysed as
prmary prevenion pabents for ou mes yssansed x LDL-C measurement. such as goal attanment For outcomes assassed o arroliment these 142 pabents were analysed 3= 5~'rn1‘r) prevwTinon

Ravy, KK, et al Ew J Pray Covchol 2020 dor 10 100 M eunpe/zwa sl 47
Kausik KR, Eur J of Prev Card 2020
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Patients at LDL-C goals

Median (IQR) LDL-C, mmol/L: 1-2 (10, 1-3)

SANTORINI STUDY

m Patients not at LDL-C goals
Median (IQR) LDL-C, mmol/L: 2-4 (1-9,3-3)

Unknown
Median (IQR) LDL-C, mmol/L: 24 (1-0, 5-3)

100.0 4-0
66 59 79 6-2 7-8 53 L 9:0
80.0
S
£
g 600 733 682 731 739 754 770 702 637
; 2 2)
e
=]
=
2
€400
o
=R
B
&
20.0
20-1 18:6 240 20-7 183 192 12:3 217 209 32:3
0'0 E—
Overall (N=9044) Very high risk High risk ASCVD No ASCVD Very high risk Very high risk ASCVD excluding Monotherapy Combination therapy ®
(physician-reported) (physician-reported) (N=6954) (N=2089) with ASCVD without ASCVD HeFH (N=4902) (N=2169)
(N=6401) (N=2637) (N=5856) (N=544) (N=5050)

Ray KK, Lancet Reg Health Eur. 2023
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SANTORINI STUDY

Patients at LDL-C goals B Patients not at LDL-C goals Unknown
Median (IQR) LDL-C, mmol/L: 1-2 (1-0, 1-3) Median (IQR) LDL-C, mmol/L: 2+4 (1-9, 3-3) Median (IQR) LDL-C, mmol/L: 2+4 (1-0, 5-3)
100.0 40
66 59 79 62 78 519 10-7 - 9:0

80.0
S
£ 600 7373 682 731 739 754 770 702
&
=]
g
2
€400
=
=7
8
A&

20.0

201 18:6 24:0 20-7 18:3 19:2 12:3 i ) 20-9 323
0'0 E— E—
Overall (N=9044) Very high risk High risk ASCVD No ASCVD Very high risk Very high risk ASCVD excluding Monotherapy Combination therapy ®
(physician-reported) (physician-reported) (N=6954) (N=2089) with ASCVD without ASCVD HeFH (N=4902) (N=2169)
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Medication Adherence
Table Ill. Medication adherence after discharge, defined according to the medication possession ratio (MPR).
Varniable Low Adherence: MPR 0%—79% High Adherence: MPR >80%
Drugs

Clopidogrel, prasugrel, ticagrelor, or aspirin
DAPT

Lipid-lowering drugs

ACE inhibitors/ARBs

Beta-blockers

All 3 drugs (LLDs, ACE/ARBs, BBs)

All 5 drugs(+ DAPT)

517 (11.9%)
2069 (47.6%)
1023 (23.5%)
2059 (47.3%)
3831 (88.1%)
4051 (93.1%)
4159 (95.6%)

3832 (88.1%)
2280 (52.4%)
3326 (76.5%)
2290 (52.7%)
518 (11.9%)
298 (6.9%)

190 (4.4%)

ACE = angiotensin-converting enzyme; ARBs = angiotensin receptor blockers; BBs = beta-blockers; DAPT = dual antiplatelet

therapy; LLDs = lipid-lowering drug.

Carola A, Clinical Therapeutics 2019
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Medication Adherence

Figure 1. The one-year proportion of days covered (PDC) for antihypertensive (AH) and
lipid-lowering (LL) therapy, by level of prescription burden.

Figure 2. Percentage of patients adherent (proportion of days covered of 280%) to
antihypertensive (AH) and lipid-lowering (LL) therapy, by level of prescription burden.
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Medication Adherence
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*P<01; 'P<.05

Figure 1 Effects of adherence on recurrent MI and all-cause
mortality in patients with a history of ML.™" HR, hazard ratio;
MI, myocardial infarction.

Simpson RJ, J of Clinic Lipidology 2010
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Pilastri pratici nella scelta della terapia ipolipemizzante nei pazienti post-SCA

w g

FIDUCIA POTENZA PRECOCITA
L 4 A

Iniziare precocemente |la terapia
appropriata, ricorrendo quando
Scegliere un trattamento in grado possibile all’approccio “fast-track”,
di garantire il raggiungimento di per sfruttare i vantaggi di un
valori di C-LDL <40 mg/dlI nei raggiungimento anticipato del target
pazienti a rischio estremo (mantenimento nel tempo, esiti
ricorrendo alla triplice terapia. clinici favorevoli nel medio-lungo
termine, effetti positivi sulla placca
aterosclerotica).

Scegliere un trattamento efficace

in rapporto al target:

* duplice terapia (statina ad alta
intensita + ezetimibe)

* triplice terapia (statina ad alta
intensita + ezetimibe + inibitore
di PCSK9)

Arca M, GIC 2023
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Dimissione dopo SCA in terapia con
statina MDT + ezetimibe

!

Controllo clinico e verifica livelli C-LDL a 4 settimane
o secondo PDTA locali

Position paper ANMCO:
Gestione dell ipercolesterolemia nef pazienti
con sindrome coronarica acuta

Leonardo De Luca', Carmine Riccio®, Alessandro Navazio®, Serafina Valente’, Manlio Ciprian’,
Marco Corda®, Alfredo De Nardo’, Giuseppina Maura Francese®, Cosimo Napoletano®
Emanuele Tizzani", Loris Roncon", Pasquale Caldarola™ Michele Massimo Gulizia®
Domenico Gabrielli", Fabrizio Oliva", Furio Colivicchi®

'

4 \

Effetti collaterali o reazioni avverse S
riconducibili al trattamento con statine?

=l

‘ <
Livelli C-LDL ridotti del 50% e [—'-’
C-LDL <55 mg/dl

[r] 4
[ Paziente aderente alle 1

prescrizioni?

[] 4

Migliorare aderenza e verificare
nuovamente il raggiungimento
del target di C-LDL

Seguire indicazioni
documento su intolleranza
alla terapia con statine

Proseguire terapia

. p

e N
Possibile sostituzione con

statina piu efficace?

=1

Sostituzione statina

[ C-LDL <70 e/o eta >80 anni I [ Valutare aggiunta acido ]

(T4

[ Aggiungere PCSKSi ]

De Luca L, G Ital Cardiol. 2023
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Factor Referral system P value
Conventional IHD registry
Number of patients 2241 1417

All-cause death (%) 254 (11.3) 93 (6.6) £0.001***
CV death (%) 82 (3.7) 19.(1:3) <0.001***
MACCE (%) 551 (24.6) 272 (19.2) <0.001***

Major bleeding (%) 104 (4.6) 43 (3.0) 0.016*
Net clinical event (%) 618 (27.6) 304 (21.5) <0.001***
Follow-up term 1254.64 + 1089.29 | 1548.12 + 1066.60 <0.001***

Values are mean + standard deviation.
*P<0.05

**P<0.01, and

***P<0.001.

Abbreviations: IHD, ischemic heart disease; CV, cardiovascular; MACCE, major adverse cardiac and cerebrovascular event.

https://doi.org/10.1371/journal.pone.0242707.t002

Kageyama S, PLoS ONE, 2020
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Tabella 5. Combinazioni fisse precostituite di agenti ipolipemizzanti e indicazioni terapeutiche secondo la scheda tecnica.

Componenti dell’associa- Dosaggi (mg) Indicazione Forma Classe di

zione precostituita farmaceutica rimborsabilita*

Rosuvastatina® 5, 10, 20, 40 ipercolesterolemia primaria (eterozigote e omozigote Capsula A

3 familiare e non familiare) o con iperlipidemia mista

Ezetimibe 10

Atorvastatina®’ 10, 20, 40 Ipercolesterolemia primaria (eterozigote e omozigote Capsula A

+ familiare e non familiare) o con iperlipidemia mista

Ezetimibe 10

Simvastatina® 10, 20, 40, 80 Ipercolesterolemia primaria (eterozigote familiare e Compressa A

+ non-familiare) o con iperlipidemia mista

Ezetimibe 10

Acido bempedoico® 180 Ipercolesterolemia primaria o dislipidemia mista, in Compressa A

+ aggiunta alla dieta e alla massima dose tollerata di (con compilazione
statina, o in monoterapia in pazienti intolleranti o con di scheda

Ezetimibe 10 : : : e
controindicazioni alle statine e che non raggiungono | di prescrizione)

livelli target di C-LDL con la sola ezetimibe, e in pazienti
gia trattati con i due principi attivi separatamente

C-LDL, colesterolo legato alle lipoproteine a bassa densita.
*Classe di rimborsabilita A: farmaci a carico dal Servizio Sanitario Nazionale.

De Luca L, GIC 2024
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Tabella 4. Possibili strategie disponibili per migliorare I'aderenza del
paziente al trattamento™-.

1.
2s

Educazione del paziente (tramite consulti personalizzati)

Semplificazione del regime terapeutico (tramite utilizzo di
combinazioni a dose fissa)

Coinvolgimento del farmacista per la gestione delle patologie
croniche (tramite interventi educazionali, monitoraggio
telefonico o “reminder” per la fornitura periodica dei farmaci)

Terapie cognitivo-comportamentali (quali intervent:
motivazionali da parte di consulenti specializzati)

“Reminder” per I'assunzione dei farmaci (tramite contatto
telefonico o sistemi elettronici di monitoraggio dell’assunzione)

Incentivi per promuovere |’aderenza (quali rnduzione della
quota a carico del paziente in caso di raggiungimento del goal
terapeutico)

Arca M, GIC 2023
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Tabella 4. Possibili strategie disponibili per migliorare I'aderenza del
paziente al trattamento™".

1. Educazione del paziente (tramite consulti personalizzati)

2. Semplificazione del regime terapeutico (tramite utilizzo di
combinazioni a dose fissa)

3. Coinvolgimento del farmacista per la gestione delle patologie
croniche (tramite interventi educazionali, monitoraggio
telefonico o “reminder” per la fornitura periodica dei farmaci)

4. Terapie cognitivo-comportamentali (quali interventi
motivazionali da parte di consulenti specializzati)

5. “Reminder” per I'assunzione dei farmaci (tramite contatto
telefonico o sistemi elettronici di monitoraggio dell’assunzione)

6. Incentivi per promuovere |'aderenza (quali rnduzione della
quota a carico del paziente in caso di raggiungimento del goal
terapeutico)

Arca M, GIC 2023
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TAKE HOME MESSAGE

« La combinazione statina/ezetimibe é efficace nel ridurre LDL-c e gli eventi cardiovascolari

« La combinazione statina/ezetimibe rappresenta la terapia di prima linea per raggiungere gli
obiettivi delle linee guida 2019
- E necessario un implemento nella pratica clinica dell’associazione statina/ezetimibe:
« attraverso interventi strutturali volti a migliorare la collaborazione tra le strutture
ospedaliere e le strutture territoriali
 attraverso I'implementazione del numero di figure coinvolte nella gestione del paziente
dislipidemico (infermieri specializzati, farmacisti)

« attraverso l'utilizzo di combinazioni fisse precostituite largamente presenti in commercio
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