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Personen mit a priori . o o
P Individuelle Risikoabschatzung

hohem/sehr hohem Risiko nein

ASCVD, DM, CKD, FH SCORE2/-OP/-DM AGLA-Score

Allgemeine Massnahmen: mediterrane Erniahrung, Bewegung, Rauchstopp, BD-Kontrolle, usw.

Beriicksichtigung von Risikomodifikatoren* und Lebenszeit- bzw. residuellem Risiko

Schrittweises /individualisiertes Vorgehen zum Erreichen der Lipidziele

*hsCRP, Lp(a), soziodkonom. und psychoszoziale Faktoren, Ethnizitit, Atherosklerosebildgebung, Adipositas, chronisch entziindliche Erkrankungen,
HIV, Parodontitis, COPD, MASLD, OSAS und Schlafstdrungen, Migraine, PCOS, GDM/Eklampsie, Erektile Dysfunktion, Migraine, Umweltverschmutzung
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133’540 Dutch people without CV disease and lipid lowering drugs
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{SCORE/SCOREZ-0P <2%|

Treatment goal ™ SCOREZ/SCOREZ-OP>2%and <10% | _________________________
for LDL-C |+ Young patients (TIDM <35years; | |. SCORE2/SCORE2-OP 210% and <20%
| T2DM <50 years) with DM duration | 1. Markedly elevated singe risk factors, in particular
v | _<10years without otherriskfactors || TC >8mmol/L (310 mg/dL) or LDL-C >4.9 mmoL (190 mg/dl
<3.0mmollL Lew 1 orBP=180/110mmHg
slb | 16 mg/d) risk / 1+ FHwithout other major risk factors
1 / I~ Moderate CKD (eGFR 30-59 mL/min/1.73 m2)
X /1 DM wiotarget organ damage, with DM duration 210 years
slla <2.6mmol/L. Moderate /| _orother additional risk factor
(<100 mg/dL) risk / _________________________
+ ASCVD (dlinicalfimaging)
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Kohortenstudien, Mendel‘sche Randomisierungsstudien und
randomisierte Studien zeigen: je grosser und dauerhafter die
LDL-C-Senkung, desto grosser die kardiovaskulare Risikoreduktion

80% +

70% +

Proportional Reduction in Risk of CHD

0o 02 04
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Magnitude of exposure to lower LDL-C (mmol/L)

Mendelian randomization studies
median follow-up: 52 years
ey ——

prospective cohort studies
median follow-up: 12 years

randomized controlled trials
median follow-up: 5 years
{N=156,552)

Ference et al.,, European Heart Journal epub 2017

PCSK9 -“loss of
function’’-Variante

Lebenslang tiefes LDL-
Cholesterin und
Protektion vor Koronarer
Herzkrankheit
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Distribution of LDL-C (%)

without PCSK*L Allel (N = 3.278)
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10 =
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with PCSK‘WL-AIIeI (N =85)

0 -
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PCSK*t Allel
plasma LDL-C (mg/dl) yes no

Cohen JC, et al, NEJM 354: 1264, 2006, Schulz R, Basic Res Cardiol 110: 4, 2015
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Risikoreduktion fiir kardiovaskuldare Ereignisse pro
| mmol/l LDL-C Senkung in Abhingigkeit vom baseline LDL-C

Baseline LDL- Studies  Patients Events (% per year) RR (95% Cl) RR (95% CI)
cholesterol (mmol/L)
More intensive or some LDL Less intensive or no LDL
cholesterol-lowering therapy  cholesterol-lowering therapy

52:60 8 116895 7025 (3-4) 7958 (3.9) 0-83 (0.75-0:90) <>

2-61-3-40 19 115211 5476 (2-5) 6759 (3-2) 077 (0-71-0-83) <

3-41-4-10 16 77277 5023(3-2) 5912 (3-8) 0-84(0-79-0-88) L 2

410 9 17654 1133 (2.9) 1595 (4-1) 079 (073-0-84) L 2

Overall 52 327037 18657 (3:0) 22224 (3-6) 0.81(0.78-0-84) ¢
Test for heterogeneity I’=60%, p=0-232 0}5 T 1

«  »
Health Wang et al., Lancet Diabetes Endocrinol 2020; 8: 36—49
Ostschweiz
L]
Meta-Regression:
114
RR fiir CV Ereignisse in 104
Abh. vom Ausmass der
LDL-C-Senkung mit 0-9
verschiedenen .
& 0-8
LDL-C-senkenden s
. =
Medikamenten =
2 07 o
e Statin vs placebo or usual e i

Statine 064 care (31 trials) el
E t. o b = More intensive statin vs less intensive statin (10 trials)

Zzetumibe e+ Ezetimibe plus statin vs placebo (2 trials)
PCSK9- Hem mer 0-5 aq Ezetimibe vs placebo orusual care (2 trials)

= PCSK9 inhibitor vs placebo (7 trials)
0 \ T T
0 0-5 10 15
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Between group difference in LDL cholesteral (mmol/L)

Wang et al,, Lancet Diabetes Endocrinol 2020; 8: 3649
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ESC/EAS CVD Risikokategorien 2025

ASCVD (klinisch u/o bildgebend*),
DM mit Endorgankomplikationen**, 2 3 zusitzliche RF, TIDM mit frilhem Beginn
und Dauer > 20 Jahre, CKD G4, SCORE2/OP Risiko*** = 20%/10J, FH mit = |

zusdtzlichen RF
DM ohne Endorgankomplikationen, DM-Dauer = 10 Jahre oder = | RF

Ein ausgeprigter RF: BD = 180/110 mmHg o. LDL-C > 4.9 mmol/l, CKD G3a&b,
SCORE2/OP Risiko*** 10-20%, FH ohne zusatzlichen RF

Moderat TIDM < 35),T2DM < 50) mit DM-Dauer < 10J ohne zusitzliche RF
SCORE2/OP Risiko*** 2-10%/10 Jahre
Tief SCORE2/OP Risiko*** <2%/10 Jahre

*signifikante Plaques in den Koronarien (>50% Stenose), Carotiden, femoral, CAC > 300
**Mikroalbuminurie, Retinopathie, Neuropathie
** Nicht-todlicher Herzinfarkt, Schlaganfall oder kardiovaskularer Tod

Health
Ostschweiz Koskinas et al., Eur Heart J, epub 31.August 2025

Risikoadaptierte ESC/EAS LDL-C-Ziele 2025
Risiko/
LDL-C-Ziel
(mmol/l)
Sehr hoch ASCVD (klin. u/o bildgebend¥), DM mit Endorgankomplikationen**, = 3

zusdtzliche RF, TIDM mit frilhem Beginn und Dauer > 20 Jahre
< 1.4 (CLl) |cKD G4, SCORE2/OP* Risiko = 20%/10}, FH mit = | zusitzlichen RF

Hoch
<1.8(ClLlI)

Moderat
< 2.6 (Cl.lla)

Niedrig
<3.0 (Cl. lib)

*signifikante Plaques in den Koronarien (>50% Stenose), Carotiden, femoral, CAC > 300
**Mikroalbuminurie, Retinopathie, Neuropathie

*#* Nicht-todlicher Herzinfarkt, Schlaganfall oder kardiovaskuliarer Tod

Health
Ostschweiz Koskinas et al., Eur Heart J, epub 3 1. August 2025
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Risikokategorien ESC & AGLA 202]

Table 5 Cardiovascular disease risk categories based on
SCORE2 and SCORE2-OP in apparently healthy people
according to age

<50years 50-69 >70years”
years
Low-to-moderate CVD <25% <5% <7.5%

risk: risk factor treatment gen-
erally not recommended

High CVD risk: risk factor
treatment should be

2510 <7.5% 5to<10% 7.5to <15%

10-year CVD risk (%)
25
75 -
20
175 —
15 4

125 4

T T T T T T
90

— <so|  soes |0 ——
considered Age groups (years)
Very high CVD risk: risk fac- >7.5% >10% >15% g CVD risk thresholds (%)
tor treatment generally 0 @ Very high CVD risk
recommended® ? LG B0
Low-to-moderate CVD risk
@Esc—
Health Visseren et al., Eur Heart | 42:3227,2021
Ostschweiz https://agla.ch/de/rechner-und-tools/cvrisk-determination
Konzept:
Kumulative LDL-Last A
bei HeFH 157
. <
(cumulative LDL burdon) $
Rl
L. 2 CVD threshold (First manifestation gf C\/
CVD Risiko abh. von L 10 J R~ e
kumulativer LDL-Exposition g '
5 1
9]
Friihzeitige Statintherapie a '
. a4 54 !
wirksam ! 2 ‘ 1
£ - :
E ; :
3 : 1
°, v 1
0 10 20 30 40} 50 60 70 80 90
! Age;[Years]
Diagnosis at age 20 H = No Tx
Diagnosis at age 44 B High-intensity statin mono-Tx
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B Max. combination Tx

Brandts & Ray, ] Am Coll Cardiol 78:1831, 2021
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“Cumulative LDL-exposure‘‘ - LDL-Jahre

a 50 Increased cumulative LDL exposure
leads to increased plaque burden
a0 &

30+

204

Cumulative lifetime risk of MACE (%)

o Atherosclerotic plaque

50
g -
= s
8 a0 @
=4
=
5
% 30 Decreased cumulative LDL exposure
> leads to decreased plaque burden
E
£ ] @
= &
=
=
E]
£
3
s}

7 T T T
Age (years): 3;0 tl‘G 5‘0 60 70 80 80 Age (years): '3IO ‘l‘C 5‘0 60 7‘0 80 EIO
Plague-years 75 108 144 180 215 250 283 Plague-years 67 92 n9 145 172 200 223
of cumulative of cumulative
LDL (mmaol/l): LDL (mmoal/l):
Health Ference BA et al., Nature Reviews Cardiology 21:701, 2024
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| Hypertension b Type2diabetes
H H " — avacage LDL lavel, | — average LbL tevel
INTIUSS we |te rer o typical LOL trajectory, £ typical LDL trajectory,
2 ol men with hypertension g a0l men with type 2 diabetes
= | = Average LDL level, ] "| = Average LDL level,
RF f d 2 typical LDL trajectory, 2FE typical LDL trajectory,
cv au as 4 men without hypertension 23 men without type 2 diabetes
LDL-Jahre
83 ® Eg ™
(X} Rn . k £ iz
8 3T
assoziierte Risiko £
£ H
2 2
Z £
3 ot— © of
. Age (years) Age (years}:
Pl ‘ Pl §
Hypertonie S o9 seam e
LDL (mmol/h: LDL (mmoli):

T2DM

+ Smoking

H typical LDL trajectary, H typical LDL trajectory,
auchen § _|  menwhoerequment smokers § | generalmslepopulation
B | == verage LDL level, B Average LDL level,
typical LDL trajectory, $E typical LDL trajectory.
2 men who are non-smokers 23 general non-smoking
4 E i 4 E and male population without
53 53 hypertension or diabstes
53 53
E§ £e
Ss Ss
=2 =2
£3 25,
3 3
Age (years), 2 Age (years):
Plaque-years & § Plague-years
of cumulative of cumulative
LDL (mmol/1): LDL (mmol/l):
Health ) "
F Ference BA et al., Nature Reviews Cardiology 21:701,2024
stschweiz

— Average LDL level,

d General population

— Average LDL level,
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Startzeitpunkt und Intensitat der LDL-C-Senkung
bestimmen die absolute CV Risikoreduktion

234 #1250 231 ST 25
== Average LDL-C level without treatment _,' ’
20+ == LDL-C lowering beginning age 60 years ’ 240 20+ ’I 24
LDL-C lowering beginning age 50 years ,’ =« Average LDL-C level without treatment s
LDL-C lowering beginning age 40 years 7 — 50% LDL-C lowering beginning age 55 years S
LDL-C lowering beginning age 30 years /s — 36% LDL-C lowering beginning age 40 years K
5

L 220 220

Cumulative lifetime risk of

Cumulative lifetime risk of
atherosclerotic cardiovascular events (%)
atherosclerotic cardiovascular events (%)

Cumulative exposure to LDL in plaque-years (mmol/l)
Cumulative exposure to LDL in plaque-years (mmol/1l)

: . . . . - T T T T
30 35 40 45 50 55 60 65 70 ™ 80

3% 40 45 50 55 60 65 70 75 80 55
Age (years) Age (years)
Health . Ference BA et al., Nature Reviews Cardiology 21:701, 2024
Ostschweiz

U-Prevent

* In den NL entwickelte Plattform, @ I J 200t @
die die Informationen aus
klinischen Studien und Guidelines
integriert, um eine personalisierte
Diskussion des cv Risikos und der
Therapieoptionen zu unterstutzen

* SCORE2,-OPF, -DM
* Life-CVD Modell*

* CE zertifiziertes Medizinprodukt

https://www.u-prevent.com/

Health *687 135 individuals without previous CVD recruited between 1990 and 2009 into prospective cohorts
Ostschweiz in Europe (36 cohorts, 610 353 participants) and North America (9 cohorts, 76 782 participants)
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Individualisierte
Risikostratifizierung
durch Atherosklerose-
Bildgebung:

Koronare Kalklast (CAC,

Agatston-Score)
Multinational CONFIRM Registry
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CENTRAL ILLUSTRATION Event Rates by CAC Score Categories for MACE Compared to Prior ASCVD Patients

20% 1 wace 7 40% ] MACE + LR

8 1 Jj; 8
§ 5% 5 30%
z B
2 2
£ 10% £ 20%
5 k]
3 s
E N E
3 5% 3 10%

0% 0%

[} 2 4 6 0 2 4 6 8
Time to MACE Event, Years Time to MACE and Late Revasc, Event, Years
CAC=0 ——CAC=1-99 —— CAC=100-299 CAC=0 ——CAC=1-99 —— CAC=100-299
—— CAC>300 Prior ASCVD —— CAC >300 Prior ASCVD
20%1 mi 29%1 acm g

g g 159
g 15% g 15%
k-] k-]
S S
£ £
2 10% 210%
& &
H H
3 5% 3 5%

0% T T T T 0%

o
Time to MI Event, Years Time to All-Cause Mortality, Years
CAC=0 ——CAC=1-99 —— CAC=100-299 CAC=0 ——CAC=1-99 —— CAC=100-299
—— CAC >300 Prior ASCVD —— CAC>300 Prior ASCVD

Budoff MJ, et al. J Am Coll Cardiol Img. 2023;m

Event rates by coronary artery calcium (CAC) score distribution for major adverse cardiovascular events (MACE, upper left), MACE + late revascularization (LR, upper
right), myocardial infarction (MI, lower left), and all-cause mortality (ACM, lower right). Follow-up was consistent for all endpoints, and each endpoint demonstrates
that the event rates for CAC >300 are similar to those of patients who have established disease. ASCVD = disease.

Budoff etal.,] Am Coll Cardiol Img, epub 2023

SPORT: Supplements, Placebo or Rosuvastatin Study

FIGURE 2 Mean Percent LDL-C Change

10 4
5 4
04
-5

-10
-15 4
-20 4
-25
-30
-35 4
-40 -
-45 1

Percent Change in LDL-C (%)

-37.9%
Rosuvastatin Placebo

Fish
oil

0.4

——
_|

-1.3
-4.4
-6.6
Cinnamon  Garlic  Turmeric Plant Red Yeast
Sterols Rice

Least-square means (adjusting for baseline laboratory values, age, and sex) and 95% Cls are displayed. *P < 0.001 all other group
comparisons to rosuvastatin. LDL-C = low-density lipoprotein cholesterol.
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Laffin et al., ] Am Coll Cardiol 81: 1,2023
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~ @ESC (Heas —
ggta;ghweiz Mach F et al., Eur Heart ), epub 31.August 2025

Non-inferiority von ,,moderate intensity statin + eze*
(Rosuva 10/Eze 10) vs. ,,high intensity statin‘ (Rosuva 20)

A pre-specified subgroup analysis of the randomized RACING trial

Composite cardiovascular outcomes Intolerance

Discontinuation or
dose reduction (%)
12

10

,)

1398 DM patients with ASCVD

included in the RACING trial

Cumulative incidence (%)

10.0%

157 Hazard ratio (95%Cl)= 0.89 (0.64-1.22)
Moderate-intensity
statintezetimibe

a % 5
combination therapy

ot T T 1
[—% 0 1 2 3
Years after randomization
Moderate-intensity

statin+ezetimibe
LDL cholesterol levels <70 mg/dL (%)

oM & o ®

High-intensity

statin monoth
combination therapy erapy

01 D 97
| |

Composite of cardiovascular death, major
cardiovascular events, or nonfatal stroke at 3 years
Intolerance-related drug discontinuation
or dose reduction

Proportion of patients with LDL 0
cholesterol levels <70 mg/dL

1 year

2 years 3 years

Health

Ostschweiz Lee et al., European Heart Journal 44, 972, 2023; Kim et al., Lancet 400: 380, 2022
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Early Ezetimibe Initiation After Myocardial Infarction Protects

Against Later Cardiovascular Outcomes in the
SWEDEHEART Registry

FIGURE 1 Propartion of Patients at LDL-C Target (LDL-C <1.4 mmol/L,
<55 ma/dL and =50% Reduction) at 1-Year Follow-Up.

100%

70% 61.6%

Early Ezetimibe  Late Ezetimibe Na Ezetimibe

Not at Tar

t
At Target (LDL-C <1.4 mmol/L, <55 mg/dL and =50% Reduction)

Leosdottir et al., JACC 85:1550, 2025

Health
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mi
— No ezetimibe 65.0% (n = 23,291)
N = 35,826
i%? 18-79y - Discharged onstating ———+—> Late ezetimibe 18.1% (13 weeks - 16 months) (n = 6,495)
-naive
2015-2022 — Early ezetimibe 16.9% (=12 weeks) (n = 6,040)
-
Method Clone-censor-weight framework 2,570 MACE events occurring over 3 years
Predicted number of MACE avoided through increasing the proportion
of patients in present study cohort receiving ezetimibe early 10 patients
75%
E within 3 years g
" =
30% k]
@ 50%
g
No ezetimibe 4 509 §
&
Late ezetimibe 2 25%-
[} s
70% s
Early ezetimibe §
. ~ 00%
100% 0 1 2 3
Time since discharge (years)
Risk difference (95% CI)
No ezetimibe 0.7% (0.2%-1.3%)* 1.6% (0.8%-2.5%)* 1.9% (0.8%-3.1%)*
Late ezetimibe 0.6% (0.1%-1.1%)* 1.1% (0.3%-2.0%)* 0.7% (-0.6% to 2.3%)
Early ezetimibe Ref Ref Ref

*P<0.01

Bempedoic Acid and Cardiovascular Outcomes in
Statin-Intolerant Patients (high risk 1° & 2° prevention)

A LDL Cholesterol Level

A Four-Component MACE (Primary End Point)

B Three-Component MACE

0. 7% 1007209 agard ratio, 0.87 (95% Cl, 0.79-0.96) 1009209 1. zard ratio, 0.85 (95% C1, 0.76-0.96)
3 =0.004 £ =0.006
Placebo R g 15 Placebo. & g 15 Placebo
59 ] ] o
5 o -106% g o 1 Bempedoic acid £ o] © ARR 1.3%
i 2 5 o H s Bempedoic acid
3 s NI ARR 1.6% R )
£ 0] 3 o = =
H E 0 6 12 18 24 30 36 42 48 54 60 2 6 12 18 24 30 36 42 48 54 60
& s Vo Bempedoic Acid Gl ) e
5 ANES 261% o ——
2 -0 T T T —— T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
9 Months since Randomization Months since Randomization
— —— T No. at Risk No. at Risk
& 08 e U 2 Y e LD Placebo 6978 6779 6579 6401 6206 5995 5105 2524 1207 513 55 | Placebo 6978 6828 6883 6536 6368 6193 5321 2649 1279 554 62
Base- Months since Randomization Bempedoic 6992 6816 6654 6472 6293 6106 5257 2601 1240 556 74 | Bempedoic 6992 G859 6745 6604 6457 6298 5453 2724 1317 591 80
line acid acid

B High-Sensitivity CRP Level

C Fatal or Nonfatal Myocardial Infarction

D Coronary Revascularization

Bempedoic acid M Placebo 1009109 yagard ratio, 0.77 (95% 1, 0.66-091) 100 Hazard ratio, 0.81 (95% C, 0.72-0.92)
£ ol o™ ——— N LT
H ¢ H 10 Placebo
h- 60 4 = 60
& 2 2
& £ ) Bempedoic acid £ 5 Bempedoic acid
£ 2 40 £ w0
e = L e = L e
§ o I 0 6 12 18 24 30 36 42 48 54 60 E 6 12 13 24 30 36 42 48 54 60
K 3 3
& [
8 159 0 T T T T T T T T g T
E 0 6 12 18 24 30 36 42 48 54 60 0
204 =Ty Months since Randomization Months since Randomization
-20.6%
2.2% No. at Risk No. at Risk
- Month Month 12 End of Trial Placebo 6978 6839 6704 6578 6420 6266 5388 2684 1304 562 64 Placebo 6978 6803 6623 6469 6289 6104 5200 2582 1247 527 57
onth 6 ontl nd of Trial Bempedoic 6992 6365 6767 6636 6498 6354 5516 2767 1337 603 81 Bempedoic 6992 6832 6689 6520 6355 6190 5346 2661 1273 573 74
acid acid
Health
Ostschweiz Nissen et al., N Engl ] Med, epub March 4,2023
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Bempedoic Acid and Cardiovascular Outcomes in
Statin-Intolerant Patients (high risk 1° prevention cohort)

[&] Primary end point (4-component MACE) Secondary end point (3-component MACE)
. . .. :E‘EOZU(GS%(MDSS—O 89) ® }:z‘sa&]d (95%CI, 0.48-0.84)
* Hohes Risiko gemass Score . ARR 235 ARR 245
(bspw. SCORE2 > 7.5%) i w
* CAC > 400 i i’

Bempedoic acid

* T1/2 DM & > 65 (w)/60 (m) T

6 12 18 24 30 3 4 48 54 6 12 18 24 30 3 4 48 54
h Months from randomization Months from randomization
anre otk No.atrsk
Placebo 2063 2020 1973 1921 1870 1617 753 304 117 Placebo 2068 2033 1987 1939 1890 1640 760 307 118
Bempedoicacid 2069 2041 1996 1953 1923 1675 726 291 130 Bempedoicacid 2075 2053 2012 1973 1946 1697 738 294 132
* Baseline LDL-C 3.7 mmol/l
aseline = . (o] y [c] Fatal or nonfatal myocardial infarction [0] Fatal or nonfatal stroke

Senkung 08 mm0|/|/2 | % °] wrosiessaomsosn T wwossskc0se 120

ae &
¢ g2
g
£ Placebo £
H 5
21 2
2 21
& & Bempedoic acid
'
o= (B S =
P S S I
Months from randomization Months from randomization
o aik otk
bicvs 2069 203 2000 1055 1913 1661 760 31 119 Pacbe 2071 200 2002 1950 1913 1664 777 35 122
Bempedscacid 2079 2059 2022 Aohs 1953 1709 747 295 133 nempedoicadd 2000 205 2010 1983 1959 1710 7e1 01 139
Health
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Zunehmende absolute Risikoreduktion mit PCSK9-Ak
(Alirocumab) bei Patienten mit ACS und intensiver
Statintherapie in Abh. von der Zahl metabolischer Risikofaktoren

Metabolische Risikofaktoren A

20 23 MetRF (alirocumab) vs =3 MetRF (placebo): HR 0-80 (95% C10-71-0-91)
* FPG g 5.6 mmol/l u/o ADT (56%) <3 MetRF (alirocumab) vs <3 MetRF (placebo): HR 0-90 (95% C10-79-1-02);

+ Triglyzeride > 1.7 mmol/l (37%) o

* HDL-C < 1.0/1.3 mmol/l (m/f) (48%)

* BD>135/85 mmHg oder AHT (50%)

* BMI > 30 kg/m? (33%)

Anzahl Risikofaktoren e

e Keine 0%, 1:23%, 2:28%, 3:23% 4: o T > = . 5 % P 5
14% 5: 4%

. Time since randomisation (months
Number at risk
LDL-C ca. 2.4 vs. 0.8 mmol/l >3 MetRF (placebo) 3859 3720 3567 3395 3300 2274 1416 771 264
<3 MetRF (placebo) 5603 5452 5235 4995 4898 3284 2055 1023 365
23 MetRF (alirocumab) 3882 3745 3604 3465 3389 2338 1445 777 283
<3 MetRF (alirocumab) 5580 5433 5239 5035 4954 3349 2129 1079 370

104

MACE (%)

—— =3 MetRF (placebo)
--- <3 MetRF (placebo)
—— =3 MetRF (alirocumab)
--- <3 MetRF (alirocumab)

Health Odyssey outcomes Studie, Ostadal P et al. Lancet Diabetes Endocrinol 10:330 2022
Ostschweiz
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3 Placebo-Evolocumab
§ Evolocumab-Evolocumab
2
3
0/ =i
0% 1 T T T T T T T T
Number at risk: 0 1 2 3 4 5 6 7 8 Years
Placebo-Evolocumab 3280 3195 3117 3009 2861 2757 2621 1664 216
Evolocumab-Evolocumab 3355 3292 3231 3156 3046 2946 2810 1746 185
Health O’Donoghue et al., Circulation 146: 1109, 2022
Ostschweiz
o . TABLE 3 Propensity Analysis of the Risk of Certain Adverse Events of Interest in
«Sicherheit»

sehr tiefer
LDL-C-Werte
(< 0.6 mmoll/l)

Robinson et al.,] Am Coll Cardiol 2017;69:471

Health
Ostschweiz

Alirocumab-Treated Patients With 2 or More Consecutive Low-Density Lipoprotein
Cholesterol Values <25 mg/dl (Safety Population; Pool of Phase 3 Studies)

HR (95% CI)

LDL-C =25 mg/dl  LDL-C <25 mg/dlL for LDL-C

(n=2,37) (n =811) <25 vs. =25 mg/dl

Neurological events 4.4 (104) 2.5 (20) 0.53 (0.30-0.93)
Neurocognitive disorders 1.1 (25) 0.6 (5) 0.38 (0.13-1.09)
Musculoskeletal events 17.0 (403) 14.2 (115) 0.75 (0.59-0.97)
Diabetes mellitus or diabetic 4.0 (94) 6.0 (49) 1.09 (0.72-1.65)

complications event

(regardless of baseline

status)
Diabetes mellitus or diabetic 9.2 (62) 12.0 (37) 1.05 (0.66-1.68)

complication event (patients

with diabetes at baseline)
Ophthalmologic events 2.0 47) 1.6 (13) 0.64 (0.31-1.31)
Cataracts 0.8 (19) 2.6 (21) 3.4 (1.58-7.35)*
Hepatic disorders 3.0(72) 2.0 (16) 1.01 (0.54-1.88)

Values are % (n). *p = 0.0018. All other comparisons were not significant. For definitions of these categories, see
Table 2.

Cl = confidence interval; HR = hazard ratio; LDL-C = low-density lipoprotein cholesterol.

13



12.09.2025

A B ASCVD ASCVD risk equivalent
_ o3 (n=2205) (n=526)
8 _icl
2
g 204
. . s _30l o -10
Inclisiran (Leqvio): anhaltende L, <% 8
o 2 40 -494% g
ca.50% LDL-C-Senkung 3 <o . g
. 2 =0
ORION-8 Studie : |
& -70 E 8
; g & 40
90 o -
3 3
i i ivi = o 95% Cl: ~45.0, ~39.9)
HOhe Intel‘lndIVIdue"e Visitday BLD90 D270 D450 D630 D810 DIYO D1080 EOS 4 80 ¢ )
. e -51.0
Variation des Ansprechens auf Year " iyear T Ziyear  3%year ) 5% 01522409
Inclisiran (“real world“ Daten . Baseline LDL-C:  Baseline LDL-C:
each visit 32743224 3012 2887 2661 2550 2431 2377 2731 2.7£1.0 mmol/L. 3.8+1.4 mmolL
aus D)
14 lipid clinics across “ 153 patients /f PCSK9 SiRNA Retrospective
8 ige 63 y.o. M . evaluation of individual
CVOT noch ausstehend Bermany -43.1% females inclisiran LDL-C changes/
. Safety profile
Orion 4 '
. . Key findings
Victorion | & 2
3 months 9 months . Concomitant statin treatment
z : =* more pranounced LDL-C reduction
g 7 i = (-42.2% vs. -31.9%)
s s T W
3 2 PCSKI-mAD pre-treatment
§ o E o "“W““.\HH "]f’ less pronounced LDL-C reduction
is 3 [ CHE
i 5 =
S s o s Side effects in 5.9% patients:
; 100 ; -100 « muscle pain
Leiter et al., Diabetes Obes Metab. 26:3223, 2024 4 4  Flection site reactions

Makhmudova et al., Clin Res Cardiol 112:1639,2023

High interindividual variability in LDL-C reductions at 3 and 9 months after inclisiran
administration

Zusammenfassung: Vorgehen gem. Guidelines und
bestehenden Limitationen (SL)

* ASCVD/sehr hohes Risiko
¢ LDL-C-Ziel < 1.4 mmol/l
« Statin und Ezetimibe bei ED ASCVD

* Falls Ziel nicht erreicht, zus. PCSK9i (2° Prav.) oder Bempedoinsaure (sehr hohes
Risiko ohne klin. ASCVD)

* Keine Anpassung/Therapiereduktion bei tiefen LDL-C-Werten (,,extreme risk*)

* Hohes Risiko ohne ASCVD
* LDL-C-Ziel < 1.8 mmol/l
* Statin, falls Ziel nicht erreicht Ezetimibe, ggf. Bempedoinsaure

* Niedriges/moderates Risiko
¢ LDL-C-Ziel < 2.6 mmol/l
* Life-style, Life-CVD-Modell, Risikomodifikatoren, Atherosklerosebildgebung, ggf. Statin

Health
Ostschweiz
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Plasma lipoprotein{a)

nmol/L mg/fdL Percentiles
] 0-60 029 1-74
O 61100 30-49 75-81
@ 101-143  50-69 82-89
B 144208 70-99 90-95
n 2209 2100 296

Lipoprotein (a)

Absolute risk per 10,000 person-years

Aortic valve stenosis  Ischaemic stroke  Myocardial infarction  Heart failure

3
31 Myocardial infarction P Ischaemic stroke

3
Heart failure Aartic valve stenosis ,

=] =1
fa 52
1 5
g £
Kronenberg F, ] Intern Med 273:6,2013. 5 i 3
1 K
mg/dL 0 50 100 150 o 50 100 150
Health nmalfL 0 105 214 323 0 105 214 n
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Hohes Lipoprotein(a) is vererbt/genetisch bedingt

Figure 2. Percentage of First- and Second-Degree Relatives With High Lipoprotein(a) (Lp[a]) Levels for Any Index Cutoff Lp(a) Concentration

[A] First-degree relatives Second-degree relatives

100+ 100+

904 904
0 0
=] 80 ] 804
S e 3
=% 704 =% 704
] I E R
- 2 -2 604
Iz wt? Iz
®5 w5 507
E= ==
= 29 404 E E E
S < S <
2E 3E 30 39¢
=2 =2 H
& & ;
Kl kol 20
o 3

104
0 o . , \ 0 o , , ,
0 100 200 300 400 0 100 200 300 400
Lp(a) level cutoff in index participants, nmol/L Lp(a) level cutoff in index participants, nmol/L

High Lp(a) levels were at least 125 nmol/L (to approximate levels in mg/dL, divide by 2.15). The dotted lines indicate the concordance between high Lp(a)
(=125 nmol/L) in index participants and their relatives. Error bars indicate 95% Cls.

gﬁta;ghweiz Reeskamp et al. JAMA Cardiol. 2023;8(12):1111-1118
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Lipoprotein(a) — Epidemiologie und Assoziation mit ASCVD

A ASCVD B No ASCVD
13 25 &
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Lp(a), nmol/L
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Berman et al., ] Am Coll Cardiol 2024;83:873-886

Lp(a) > 500 mg/l - Risikofaktor fiir ASCVD und
kalzifizierende Aortenstenose

Risk for atherosclerotic cardiovasular disease (ASCVD)
from traditional risk factors plus additional Lp(a)-related risk

10-year overall risk for ASCVD, %

0 10 20 30 40
T
7 :«— 5% risk from traditional risk factors

= i
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H ;
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Copenhagen General Population Study (68,090 individuals) o

Hazard ratio (95%Cl) for ASCVD, myocardial infarction, and aortic valve stenosis

| ASCVD Myocardial infarction HR (95% C1)
for Lp(a)
CRP<2mgl 161 (143-181) 208 (1.76-245) 201 (1.59-255) 0% it
CRP22mgl 157 (1.36-182) 165 (134-204) 173 (131-227) bottom 33%
Interaction P=0.87 P=0.15 P=0.18
Absolute 10-year risk of ASCVD and aortic valve stenosis
a5 ne 7079
and

CPR 22 mgh

@ =
and
Lp(a)
Q @ <@ z70r:g/d|

2147 mmoll

» ©d
- @9

Thomas PE et al., Eur Heart |, epub 2023, Mora S., JAMA 333, 1918, 2025
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Lipoprotein(a)

Kronenberg F,] Intern Med 273: 6,2013.

Health
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> 90% genetisch determiniert, |x Bestimmung
empfohlen

Erhohtes Lp(a) > 500 mg/l RF fiir ASCVD und
kalzifizierende Aortenstenose — Reklassifiziert
das mit SCORE2 etc. eingeschatzte Risiko ,,nach
oben*, Echokardiographie

Spezifische Lp(a)-senkende Therapien whs. ab
2027 (Pelacarsen, Olpasiran, ...)

Vielen herzlichen Dank!

Health
Ostschweiz
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