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ATTRACT: Renal function remained stable on migalastat
and was comparable with that achieved with ERT

Co-primary endpoints

« Change in GFR over 18 months was comparable for migalastat and ERT
Pre-specified criteria for comparability of treatments were met for mGFR,;,.,; and eGFRkp.epi

Difference of mean annualised Difference of mean annualised
change in eGFRcxp 10y = +0.63 change in mGFR, ., = -1.11
95% Cl overlap >50% ¥ Difference means <2.2 ¥ 95% Cl overlap >S50 v Difference means <2.2 ¥
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Hughes DA, Nicholls K, Shankar SP, et al. J Med Genet 2017.54(4):288-296
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ATTRACT: LVMi was significantly decreased
In amenable patients receiving migalastat

Secondary endpoint

« LVMi decreased significantly from baseline to 18 months in patients switched from
ERT to migalastat

ERT Migalastat
Mean change (95% Cl): Mean change (95% Cl):
- -2.0 g/m* (-11.0; 7.0) -6.6 g/m* (-11.0;-2.2)
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Hughes DA, Nicholls K, Shankar SP, et al. J Med Genet 2017,54(4).288-296
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in trattamento ipolipemizzante massimale con inibitori PCSK9

!

l—m—{ Riduzione dei livelli di C-LDL > 30%? J« l

Continuare Migliorare la compliance
la terapia in atto e rivalutare

[ Paziente con diagnosi di ipercolesterolemia familiare ]

[II paziente € aderente alla terapia?

o

Probabile paziente con HoFH:
Indirizzare a un centro di riferimento per il trattamento delle dislipidemie
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Bambino con entrambi i genitori ipercolesterolemici

}

Valutazione dei livelli plasmatici di colesterolo totale e C-LDL

Reperto di colesterolo totale > 300 mg/dl e
C-LDL > 190 mg/dl

!

Sospetto paziente con HoFH:
Indirizzare a un centro di riferimento per il trattamento delle dislipidemie
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Phase Il randomized controlled trials using Factor Xl inhibitors
(n = 8, with 9216 patients)

@ @

Factor XI
inhibitors

Low-molecular

Direct oral

Placebo

weight heparin anticoagulant
Any bleeding 0.49 [0.31-0.77] 0.66 [0.31-1.38] 1.25[1.08-1.43]
High dose 0.45 [0.23-0.87] 0.63 [0.14-2.86] 1.36 [1.09-1.70]
Low dose 0.53 [0.29-0.98] 0.60 [0.22-1.64] 1.17 [0.97-1.42]
Major bleeding 0.96 [0.41-2.28] 1.03[0.22-4.78] 1.21[0.75-1.93]
High dose 1.03 [0.29-3.68] 1.15 [0.14-9.32] 1.49 [0.70-3.17]
Low dose 0.90 [0.28-2.93] 0.90 [0.09-8.65] 1.06 [0.58-1.92]
Trial-defined efficacy endpoint 0.62[0.49-0.79] 1.23[0.88-1.70] 1.02 [0.92-1.13]
High dose 0.45 [0.34-0.59] 1.18 [0.75-1.86) 0.99 [0.84-1.17]
Low dose 0.84 [0.68-1.02] 1.27 [0.79-2.05] 1.04 [0.92-1.18]
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o
ASTER

Abelacimab
ANT-007

(All comers) -+ 11
(n ~1,655)

Apixaban Jpe—

Endpoints:
* Nlin VTE recurrence

» Superiority in MB +
CRNMB

>

Screening
<72 hour*

MAGNOLIA

ANT-008
(GI/GU
cancers)

(n ~1,058)

Treatment period 6 months 3 months f/u

e
Screening Treatment period 6 months 3 months f/u
<72 hour*

Endpoints:
* Nlin VTE recurrence

* Superiority in MB +
CRNMB

= DOACs are now Guideline-
recommended therapy in large
subset of CAT patients

= Abelacimab may have safety
and convenience advantages

* High unmet need:
— High bleeding rate with DOACs
- Dalteparin is still SoC in this
subset of patients
= Abelacimab may have safety,
efficacy, and convenience
advantages
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a) 1 paziente su 5 puo andare incontro ad un nuovo evento entro
5 anni dall’evento indice e 1 paziente su 3 a 10 anni di follow-up

b) Il concetto di RR e intrinsecamente correlato a quello di rischio
globale del quale rappresenta una percentuale rilevante

c) Deve essere differenziato da quello conseguente allo scarso
controllo dei fattori di rischio ad esempio per sotto dosaggio
dei farmaci, inerzia terapeutica e scarsa aderenza al
trattamento

d) Una quota rilevante del RR consegue alla sottovalutazione dei
fattori di rischio aggiuntivi e non sottoposti ad adeguato
trattamento come ad esempio i livelli di trigliceridi nei pazienti
trattati per I'ipertensione e/o I'ipercolesterolemia
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a) La semplificazione della terapia riguarda sia la prevenzione
primaria, quando ci si trova di fronte non ad un malato ma ad
un soggetto ad alto rischio, sia la prevenzione secondaria
quando il paziente e gia politrattato

b) Non solo migliora 'outcome clinico, ma anche la qualita della
vita del paziente e dei suoi familiari e I'aderenza terapeutica

c) Favorisce la persistenza al trattamento e riduce il fenomeno
dell’labbandono del trattamento dopo dimissione ospedaliera

d) Ha importanti ricadute in termini di costo-efficacia grazie alla

riduzione dei ricoveri e degli eventi fatali
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Linee Guida ESC/EAS per I'abbassamento farmacologico del COL-LDL

Total CV risk assessment

See Table 4

In selected low- and moderate-risk patients Baseline LDL-C levels
1
Risk modifiers E
imaging (subclinical atherosclerosis) i
Risk Reclassification? |
i
H

Indication for dn? therapy?
Table

m:god
SeeTable 7

i
High potency statin at highest
recommended /
tolerable dose to reach the goal

Intensity of lipid lowering treatment

Treatment

i M .

i vloderate Intensrty statn

Lifestyle advice /

Lifestyle intervention it PN
Fign Intensity statin

Hign Intenstty statin plus

5
ezetimibe
PCSK9 inhibitor

PCSKS inhibitor plus high intensity statin

PCSK9 inhibitor plus high intensity statin

i
lly, or more fre > Add ezetimibe
if indicated i
i plus ezetmioe
LDL-C goal reached?
i
i
— & LN S
] ] - Secondary prevention (very-high-risk)
¥ PR « Primary prevention: patients with
N""ﬂ”f;;‘d":""‘l“ﬂ"’l A PCSKY Inhibicon FH and another major risk factor

Consider adding
PCSKS inhibitor

(very-high risk)

= Primary prevention: patients at

very-high risk but without FH
(see Table 4)

Average LDL-C reduction

-
~ )%
> JV/O



AMPUS

Uuoxe Quella chele [_t'nw G’m’dw Now 0[(30”0 Napoli, 5-6 aprile 2024

Valutazione del nschio CV
globale

Rischio alto o molto allo

Modifiche dello stie di vita <

Statina alla pit alta dose l 1l

vello
raccomandala & lallerata e
a £
Ezatimiba
" Controllo C-LDL a 4-6 settimane
£ slalo raggiunto l'obiettivo
di C-LDL? x .
ggiungere
("/\"-4 @ & acido bempedoico 5 I_II?/ello |
\ _/' o s
PCSK9"
\ 4
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Ezetimibe vs others

INB Weight

Study - I oSkl %)
Kohi_2006 - 45521 37093, 48198 O72
Ara_2008(1) . S22 42288, 41024] 072
Ara_2008(2) . S24[ 42470, 40322) 072
Joba Reckless_2010 jii} 756 | 1349 2.350) 1007
Edki Soini_2010 B® 13511 2776 1074) 996
= = = Nooten_2011 j=} 5273 2848 7658 99
Cost-effectiveness of Ezetimibe = w=»s . e
Maayiova_2016 - TTE] 12881, 12738 463
. . . . Kazi_2016(2) < - »39534] 5389072, 459904 001
plus Statln Ilpld-lowerlng Kazi_2016(b) « - 311,981 [ -2606.059, 3230021] 0.00
Kazi_2017 < 58902 77216, 40538 2388
- H H Almalla_2017 I=1 141 12517 12800) 4863
therapy: A systematic review and 05" - o R
. e Stam-Slob _2017 = 56221 3197, 8047 995
t o Iy f t_ t I ty Koman_2018 —- 33249 23584 42914 603
meta-analysis Ot COost-utlll Stam.Slob _2013 « : » .25403| 152858, 101873 008
Kongpakwaltana_2019 “« . » STOD[ 1047336, 1035917] 000

stUd ies Kongpakwaltana_2019 < — > .5667[ 1047293, 1,035960) 000

Kazi_201%3) - 2564 10398 15524) 4%
Kazi_2019(b) » 65990 46272 85708) 258
Schiackow_2019(a - 3068 28577 474 o2
Schiackow_2019(b) - 9121 1174 13571 463
Dressel_2019 < » > STE96| 295085 179.284] 002
Landmesser_2020 ju) §020( 35985 8446] 99
Han Yang_2020 - 1145 183961 21251 2%
Overall <& 4274 a1 7.927
Helerogeneity. 1 = 333e«07 | =8421% H =633 Mot Cost-efective | Cost.efactive
Testof 6 = 6. Q24) = 15193 p = 0.00

-50000 0 50000

NS in USS

Random.eflects DerSimonian-Lard model
Sorled by Year
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RACING trial (N=3780)

Patients without prior PCI

N=1283
Patients with prior PCI
N=2497
v .
1258 assigned to receive moderate-intensity 1239 assigned to receive high-intensity statin

statin with ezetimibe combination therapy |- monotherapy (rosuvastatin 20mg alone) beey
(rosuvastatin 10mg with ezetimibe 10mg) ! :
32 did not receive the allocated therapy 29 o not receive the allocated therapy :
12 failure to comply with protocol : S 17 failure to comply with protocol E
11 investigator choice ; 9 investigator choice E
9 subject choice : 3 subject choice '
v : : \ i
1226 received the allocated therapy : 1210 received the allocated therapy '

(included in safety population) ! (included in safety population)
> 52 discontinued the aliocated therapy due to ,, > 92 discontinued the allocated therapy due 1o e
¢ adverse events or lolerance + adverse events or tolerance
[ 1174 continued the allocated therapy ] [ 1118 continued the allocated therapy ]
12 withdrew consent 13 withdrew consent
%] 12 lost 1o follow-up [y b 5 lost to follow-up e
| 17 died g | 15 died 5

[ 1258 included in intention-to-treat analysis ]** [ 1239 included in intention-to-treat analysis }+3
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Cardiovascular death, major
cardiovascular event or stroke at 3 years

Overall -

Baseline LDL-C

<100mg/dL | .i Interaction

p=0.22
>100mg/dL — e .
] ! I
0.5 1 2
Hazard ratio (95% confidence interval)

Favors Favors
combination therapy monotherapy
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Normalising hyperkalaemia is associated with
reduced risk of mortality in patients with HF

Transitioning from hypo/hyperkalaemia

Objective to normokalaemia was associated with
« A prospective study was conducted to determine the increased survival probability
association between serum K* collected at follow-up and 10 AR-causs mortality
all-cause mortality 65
Key study information ¥ \
]
a
2,164 patients with acutely decompensated HF g 07 '
+ 16,116 K+ observations 2 os
* Median follow-up: 2.79 years (IQR 1.28-4.91) é Y | R
3 = Hypokalaemia to normokalaemia
Results 0.4 Hyperkalaemia to hyperkalaemia
Hyperkalaemia to normokalaemia P<0.0001
» Hyperkalaemia was an independent predictor of 0.3 - - : r y :

all-cause mortality (HR 1.55; 95% ClI 1.11-2.16; P=0.011)

Follow-up, years

Findings support the need for close monitoring of serum K* levels

and maintaining normal levels should be considered a therapeutic target
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Are hospitalized or ambulatory patients
with heart failure treated in accordance
with European Society of Cardiology
guidelines? Evidence from 12 440 patients
of the ESC Heart Failure Long-Term
Registry

Conclusioni:

meno di un terzo dei pazienti arruolati riceve dosi
target di inibitori del SRAA: l'iperpotassiemia
impedisce di incrementare la dose di Ace-inibitori nel
2,6% ,di ARB nel 2,2% e di MRA nell’11,9% dei casi

Aldo P. Maggioni et al. Eur J Heart Fail. 2013 Oct.
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Evaluation of the treatment gap
between clinical guidelines and the
utilization of renin-angiotensin-
aldosterone system inhibitors

Murray Epstein et al. Am J Manag Care. 2015 Sep.

Conclusioni:

nel 47% dei casi i pazienti in trattamento con una
dose massimale di inibitore del SRAA sono andati
incontro ad una riduzione mentre nel 27% dei
casi i pazienti in trattamento con dosi non
massimale sono andati incontro ad una
sospensione della terapia
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Patients who benefit the most from RAASI therapy are the
patients at greatest risk
of hyperkalaemia

Dilemma: Hyperkalaemia vs RAASI benefits?

Prescribe RAASI and Discontinuel
accept the presence

reduce RAASI and

2 lose the benefits on
of hyperkalaemia? clinical outcomes?
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Rationale for the use of antiplatelet therapy during PCI

( Acute coronary syndrome

-/

( Chronic coronary syndrome

Stent
thrombogenicity

latrogenic
dissection latrogenic plaque

~ disruption
Plaque

rupture Distal
sta

embolisation

F "——_ Side branch

occlusion

Reduce thrombus Reduce
burden and periprocedural
flow obstruction damage

Prevent stent
thrombosis
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Rottura o erosione
della placca

ADP
Eptifibatide
|

|

Attivazione GP lIb/llla
piastrinica

Recettore P2Y,

TF:FVlla Aggregazione delle

piastrine attivate
/

&
A
%

oy
o1
g «! Recettore

della trombina | 4l \ g , _;Q}
@:f{@ e : o (
i

Recettore
del trombossano

D — o

UFH | —
D
. TxA,
b P T N o '
— Trombina Fibrina & 55

e . g <
o L { ricco di
fibrina

i @ESc




QMB”@ ) l_t'llBP/ G’m’dw NOWI%COIW Napoli, 5-6 aprile 2024

Cangrelor Clopidogrel OR (95% 1) P-
(N=12565) (M=12542)
GUSTO bleeding
Severe/life threatening 28 (0-2%) 23 (0-2%) 1-22 (070~ 2-11) 0-487%
Moderate 76 (0-6'%.) 56 (0-4%) 1-36 (096~ 1-92) 00828
Severe/moderate 1032 (0-8%) 79 (0-6%) 1-30 (097~ 1.7%) 00762
Mild 2109 (16-8%) 1627 (13.0%) 1-35(1-26-1-.45) «0- 0001
MIild, excluding ecchymosis, oozing 707 (56%) 515 (4-1%) 1-39(1-24- 1.56) «0-0001
and <5 cm haematoma
Aty GUSTO bleed 2196 (17-5%) 1696 (132 5%) 1-35 (1- 26— 1-45) « 0. 0001
TIMI bleeding
Major 32 (03 ) 1-14 (069~ 1.90) 06101
MINnor 77 (O-6") ) 1-51 (106~ 2.15) (
TIM I mMajor/minor 109 (0. 9%.) ) 1-3 (103 1 ) (
ACUITY bleecding
Major 534 (4-2%) I3 (2:-8%) 1-53(1-34-1.76) «0O- 0001
Major excluding haematoma =5 cm 169 (1-3%) 123 (1.0%) 138 (1009-1.74) 0001
MINoOr 1738 (132-8%) 1381 (11.0%) 1-30(21-20-1-40) «0- 0001
Minor excluding ecchymosis, coozing 293 (2-3%) 255 (2-0%.) 1-15 (097~ 1-36) 01053
and «5 cm haematoma
ACILIUTY roalorfonines 2106 (17,692 1606 (12, E90y 128 (126 1. AC) e OO0
Any blood transfusion 90 (0O.7%) 70 (0O-6%) 1-29 (094-176) 01154

TIMI MAJOR BLEEDING 0.3%

Steg PG et al. Lancet 2013; 382: 1981-92
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POOLED PATIENT-LEVEL ANALYSIS FROM THE HORIZONS-AMI AND EUROMAX TRIALS

CENTRAL ILLUSTRATION All Adverse Events: Bivalirudin Versus Heparin (] )

All-cause Death -
Cardiac Death -
Noncardiac Doath » v =
Relntarction ——-—
Stent Thrombosis (30 days) . -

i
Acute ST (524 hours) : —- —
Subacute ST 24 hours to 30 days) . 3 ; -

i
Major Adverse Cardiovascular Dvents ’ ’ .
Protocol Major Bleeding B

TIMI MAJOR BLEEDING 2.8%

TIMI Major Bleeding - . o
TIMI Magor /Minor Bleeding -

i
Net Adverse Clinical Events -

i

T T PE—— ™Y 1
1.00 o
TIMI MAJOR BLEEDING 1.6% Bivalinugin better <a—me= Hoparin & GPI better

Stone GW et al., J Am Coll Cardiol 2015;65:27-38
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