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Jak skutecné ci

ovych hladin LDL-C dosahujeme ?

DA VINCI CEE: Srovnani zemi stfedni a vychodni Evropy

Moderate- or high-intensity statin
monotherapy were the most
frequently used LLT regimens

Low-intensity statin monotherapy

. Ezefimibe combination

[ moderate-intensity statin monotherapy ] Pcs«si combination

[ High-intensity statin monotherapy

[ other LT

Percentages have been rounded to the nearest whaole number.
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The majority of patients did not achieve

the ESC/EAS risk-based LDL-C goals

Overall

did not achieve 2016 goals did not achieve 2019 goals

Very high CV risk patients

\ did not achieve 2016 goals did not achieve 2019 goals y
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ESC/EAS risk-based LDL-C goal attainment

differed between CEE countries
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Ukraine (n = 263) (A

Proportion of patients |%)

B achieved 2016 goals 7] achieved 2019 goals

CEE, Central and Eastern Europe; CV, cardiovascular; EAS, European Atherosclerosis Society; ESC, Eurcpean Society of Cardiology; LDL-C, low-density lipoprotein cholesterol; LLT, lipid-lowering therapy;
PCSEDI, proprotein convertase subtilising/kexin type 9 inhibitor; REACH, REduction of Atherothrombosis for Continued Health; SCDRE, Systemic Coronary Risk Evaluation.

Vrablik M et al. Atherosclerosis 2022




Dosazeni cilovych hodnot LDL-C je mozne |
Snizeni LDL-C pri kombinacni farmakoterapii
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Zahid Ahmad. Circulation. 140, Issue: 6, Pages: 470-486
Mach F et al. European Heart Journal (2020) 41, 111188
Kastelein J. Prezentace na ESC 2022, www.escardio.com
Soska V, Kyselak O. Atheroreview 2022, 7: 149-153



http://www.escardio.com/

Dosahovani cilovych hladin LDL-C ve studii HEYMANS

Multicenter, EU Percentage of Patients Achieving LDL-C Goals With Evolocumab in Combination
observational study With Background LLT vs No Background LLT
(HEYMANS)
100 - ® LDL-C< 1.8 mmol/L B LDL-C< 1.4 mmol/L
Pa_tlents: ,—g 80
n=1,896 g& 80 - 1
Population: Patients g
initiating evolocumab in 11 S0 60 1
countries across the EU* < é'
= 40 -
Mean follow-up: S
16.3 months é—:
s 20 A
X
0 .
All Evolocumab Evolocumab Plus Evolocumab
Users Background Therapy Monotherapy

Evolocumab used in combination with a statin and/or ezetimibe increased the percent of patients

reaching recommended LDL-C goals

The study includes patients who have received evolocumab as part of routine clinical management of their hyperlipidemia after August 2015.
*Countries included: Austria, Belgium, Bulgaria, Czech Republic, Germany, Greece, Italy, Slovakia, Spain, Sweden, and Switzerland.
Ray KK, et al. Presented at: European Society of Cardiology Congress 2020; August 29-September 1, 2020.
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Familial Hypercholesterolemia:
Real-World Data of 1236 Patients
Attending a Czech Lipid Clinic. A
Retrospective Analysis of Experience
in More than 50years. Part Il. Clinical
Characteristics

Tereza Altschmiedova, Veronika Todorovova*, Michal Vrablik and Richard Ceska

Third Department of Medicine - Department of Endocrinology and Metabolism of the First Faculty of Medicine, Charles University
and General University Hospital, Prague, Czechia

Introduction: Patients with familial hypercholesterolemia (FH) are at increased risk of
premature atherosclerotic cardiovascular disease (ASCVD).

Aim of study: To perform aretrospective analysis of data to assess the effects of individual
lipoproteins and other risk factors (RFs) on the development of ASCVD and to compare
these parameters in individuals with versus without ASCVD.

Patients and methods: Our study group included a total of 1,236 patients with FH (395
men and 841 women with a mean age of 44.8 + 16.7 years) attending a single lipid clinic.
The diagnosis of FH was established using the Dutch Lipid Clinic Network score (DLCN).
Among the 1236 FH patients, 1,008 of them [854 suspected with LDL receptor-mediated
FH and 154 with familial defective apolipoprotein B-100 (FDB)] were genetically analysed.
Their RFs were assessed based on the patients’ clinical characteristics.

Results: While patients with ASCVD had higher baseline LDL-C, TC, TG and Lp(a)
compared with patients without this diagnosis, this ratio was just the opposite by the
follow-up. The highest statistically significant differences were seen in the baseline levels of
Lp(a) and, quite surprisingly, TG. Except for Lp(a), the levels of all lipid parameters declined
significantly over time. While the incidence of diabetes and arterial hypertension was not
higher in our group compared with the general population, these patients were at a more
significant risk of ASCVD.

Conclusion: Familial hypercholesterolemia is a major RF for the development of ASCVD.
While our analysis confirmed the important role of LDL-C, it also corroborated a strong
correlation between ASCVD and other lipid parameters, and Lp(a) and TG in particular.
Familial hypercholesterolemia is not the only RF and, to reduce cardiovascular risk of their
patients, physicians have to search for other potential RFs. Patients diagnosed to have FH
benefit from attending a specialized lipid clinic perse.

Lp(a), ASCVD, RWD

y familial hyp olemia, LDL-
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Vliv PCSK9 inhibice na lipidy a lipoproteiny
Evolokumab ve studii OSLER

Vliv evolokumabu na LDL-C
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Sabatine M eta al, N Engl J Med 2015; 372:1500-1509, DOI: 10.1056/NEJM0a1500858



Rychlé snizeni koncentrace aterogennich lipidu po AKS je nutné
Studie EVACS: evolokumab u pacientd s non-STEMI (420mg s.c. do 24hodin po AKS)

Hospital Discharge W Placebo M Evolocumab 30-Day Follow-up
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At hospital discharge? (~Day 4)?, 80.8% and 65.4%, respectively, of evolocumab-treated patients achieved 2018 AHA/ACC and 2019 ESC

guideline LDL recommendations compared with 38.1% and 23.8%, respectively, of placebo-treated patients

aThe mean discharge day was 412 days. Discharge values were obtained within 24 hours of discharge (evolocumab n = 26; placebo n = 21).
ACC = American College of Cardiology; AHA = American Heart Association; ESC = European Society of Cardiology; LDL-C = low-density lipoprotein cholesterol.

Leucker TM, et al. Circulation. 2020;142:419-421.



Rychlé snizeni koncentrace aterogennich lipidu po AKS je mozné
Studie EVOPACS: evolo 420mg & 4 tydny, do 24hod/STEMI, do 72 hod/ostatni AKS, 8 tydn( F/U

Mean Values (+£SD)

4 - 3.61 mmol/L
—e—Placebo —e—Evolocumab

(139 mg/dL)

3 - 3.42 mmol/L
(132 mg/dL)

Calculated LDL-
cholesterol (mmol/L)

2 - —$
2.00 mmol/L 2.06 mmol/L
(77 mg/dL) (80 mg/dL)
1 -
®
0.79 mmol/L 0.79 mmol/L
0 (31 mg/dL) (31 mg/dL)
Baseline Week 4 Week 8
No. of patients
Placebo 148 144 149
Evolocumab 146 136 141
Absolute difference, LS means (mmol/L) 1.34 1.43
Percentage difference 38.4% 40.7%
P-value <0.001 <0.001

The reduction in LDL-C levels was evident at 4 weeks and maintained at 8 weeks

AE, adverse event; LS = least-squares; LDL-C = low-density lipoprotein cholesterol; SD = standard deviation .
Koskinas KC, et al. JACC. [published online ahead of print August 31, 2019]. https://doi.org/10.1016/].jacc.2019.08.010



Rychlé snizeni koncentraci aterogennich lipidu stabilizuje plat
Zmeny vlastnosti platu po 4 tydnech terapie statinem + 140mg evolo a 2 tydny
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H. Yano et al. / Journal of Cardiology 75 (2020) 289—-295



LDL Cholesterol (mg/dl)

PCSK9 inhibitory snizuji LDL-C a KV riziko

FOURIER: vliv evolokumabu na LDL-C
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Sabatine MS et al. N Engl J Med 2017;376:1713-22.doi: 10.1056/NEJM0al1615664.



Dosahovani cilovych hladin LDL-C ve studii Fourier- OLE

(maximum 8,4 rokl; median 7,1 rok( Fourier & Fourier-OLE)

Placebo fransition
To evolocumob
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Error bars represent 95% Cl

% Achieved LDL-C
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< 1.4 mmol/L in 80%
< 1.0 mmol/L in 63%
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Consistent LDL-C
reduction in patients
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to evolocumab (median
follow-up of 7.1 years)

Cl = confidence interval; FOURIER = Further cardiovascular OUtcomes Research with PCSK? Inhibition in subjects with Elevated Risk; IQR = interquartile range; LDL-C = low-density lipoprotein cholesterol; LSM =

least-square mean; OLE = open-label extension
O'Donoghue ML, et al. Circulation. 2022;146:1109-1119.



2/3 pacientl v evolokumabové vétvi studie FOURIER méla
LDL-C <1 mmol/l,

LDL-C (mg/dL) at 12 months
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https://timi.org/wp-content/uploads/2021/08/nicholas-marston-cardiovascular-benefit-of-lowering-ldl-c-below-1-mmol-per-I-40-mg-per-dl.pdf
Marston NA eat al., Circulation. 2021;144:1732-1734
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FOURIER OLE: bezpecnostni profil evolokumabu
srovnatelny s placebem
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O’Donoghue et al. Circulation 2022; 146:1109-1119.



FOURIER OLE: v
kardiovasku

iv podavani evolokumabu na riziko
arnich prihod
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Stratifikace rizika podle LDL-C ve studiich
FOURIER a FOURIER-OLE

Achieved LDL-C Categories MACE & Safety w/ LDL-C <10 vs 2100 mg/dL
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Evolocumab persistence at 12 months was therefore determined

for 1921 patients, of whom 1781 (93%) continued to receive
evolocumab at 12 months of follow-up. Following the protocol
amendment, 1136 patients were eligible for the extended follow-up
period. Of these, 137 patients withdrew from the study before 30
months and were receiving evolocumab at the time of withdrawal;
these patients were excluded from the persistence analysis.
Evolocumab persistence was therefore determined for the remaining
999 patients, of whom 921 (92%) continued to receive evolocumab
at 30 months of follow-up.
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Aterogenni lipoproteiny hraji zasadni roli v akutnich
i chronickych formach aterosklerézy

Rychla redukce koncentraci LDL-C (a dalSich
lipoproteinl) stabilizuje ateroskleroticky plat

Dlouhodoba redukce koncentraci LDL-C a perzistence
na |écbé ovliviuje kardiovaskularni prognozu pacientu

Vyznamna redukce koncentraci LDL-C i pod 1 mmol/!
je spojena s dalsim poklesem rizika ASKVO
ve srovnani s osobami s LDL-C 1, 4 nebo 1, 8 mmol/I
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