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w-3 mastne kyseliny

> polynenasycené MK s dlouhym
retezcem a prvni dvojnou vazbou ve
treti pozici od CH;-konce

a) rostlinné
Kys.a — linolenova (ALA)
b) rybi
kys.eikosapentaenova (EPA)

kys.dokosahexaenova (DHA)



w-3 mastne kyseliny
Esencialni mastné kyseliny
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w-3 MK ve svetle studii

» Studie

» Intervencni
» Epidemiologické
» Experimentalni

> Ale!
» Casto Spatné usporadani studii
» absence kontrolni skupiny
» nepresné definovana davka w-3MK
» nejasneé slozeni podavanych formuli
» nezaslepené studie

> studie DART, JELIS, GISSI-Prevenzione
» aty noveé:



w-3MK(EPA a DHA) a rizikove faktory KVO

EPA DHA
J triglyceridemie ++ ++
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Vrablik M et al., Phys Res 2009



w-3MK(EPA a DHA) a rizikove faktory KVO

EPA DHA
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Vrablik M et al., Phys Res 2009



w-3MK a metabolismus plazmatickych
lipidt
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Harris WS and Bulchandani D. Curr Opin Lipidol 2006; 17:387-393.



Intervencni klinické studie s w-3MK

DART (Diet and Reinfarction Trial)

» 3482 pacientu po IM, 2 roky sledovani

> Ag)skupina instruovana ke zvysenému pfijmu rybich pokrm tak,
aby prijem w-3MK Cinil priblizné 900 mg/den

» B) kontrolni skupina — pouze dietni doporuceni

> skupina ,A“ po dvou letech sledovani vykazala o 29% nizsi
celkovou mortalitu a 0 32% meéne reinfarktu ve srovnani s
kontrolni skupinou ,,B“

» Efekty vymizely pri zhodnoceni po 10. letech *

Burr ML et al. Lancet 1989;2:757-761.
* Ness AR et al. EJCN 2002, 56: 512-518.



Intervencni klinické studie s w-3MK

JELIS (Japan EPA Lipid Intervention Study)

» 18 645 osob s hyperlipidémii, > 3 500 z nich mélo
anamnézu vaskularni prihody

» pacienti randomizovani k lécbé
e statinem

e statinem v kombinacis 1,8 g EPA

» primarni endpoint — umrti, revaskularizace, IM, NAP



Japan EPA Lipid Intervention Study
(JELIS)
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Japan EPA Lipid Intervention Study
(JELIS)

Obrazek 1. HR (hazard ratio) u podskupinsledovanych v ramci studie JELIS (Yokoyama
et al. 2007)
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n= 3664 n=14981 n=4565

Podle Yokoyama M et al. Lancet 2007;369:1090—-1098.



Zmény koncentraci plazmatickych lipidi a
lipoproteinu ve studii JELIS
(podskupina pacientu v sekundarni prevenci)
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Vliv alokace k EPA vs. placebu na vyskyt
sledovanych vaskularnich cilti ve studii JELIS
(podskupina pacientu v sekundarni prevenci)

+

No. of events (%)
Event Control EPA HR (95%Cl) P value

(m=1,841) (n=1,823)
Major coronary events 197(10.7) 158(8.7) 0.77 (0.63 — 0.96) - 0.017

Items of account
Sudden cardiac death 13(0.7) 13(0.7) 0.93 (0.43 -2.02)
Fatal MI 8(0.4) 5(0.3) 0.57 (0.19-1.74)
Nonfatal Mi 38(2.1) 26(1.4) 0.66 (0.40-1.08)
Unstable angina 123 (6.7) B88(4.8) 0.70 (0.54-0.93)
CABG or PTCA 148 (8.0) 127 (7.0) 0.83 (0.65-1.05)

Combined Endpoints

Coronary death 21(1.1) 18(1.0) 0.79 (0.42 - 1.49)
Coronary death or Ml 58 (3.2) 43(2.4) 0.70 (0.47-1.04)
Fatal or nonfatal Ml 42 (2.3) 31(1.7) 0.70 (0.44-1.12)
Nonfatal coronary events 178 (9.7) 145(8.0) 0.79 (0.63 — 0.98)

0 1 2
Favours EPA Favours Control



Intervencni klinické studie s w-3MK

» GISSI — Prevenzione ( Grupo Italiano per lo
Studio della Sopravivenza nell’Infarcto
Miocardico — Prevenzione)

» 11 323 nemocnych po IM rozdélenych:
e do skupiny uzivajici 850 mg EPA/DHA denné

e do skupiny bézné péce



GISSI-Prevenzione: vyskyt prihod v
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Marchioli R et al. Circulation 2002;105:1897-1903.



GISSI-Prevenzione
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Intervencni klinické studie s w-3MK

m Vitamin D and Omega-3 Trial (VITAL)

m 25871 osob : primarni prevence

— Omega 3MK vs. Pbo a vitamin D vs. Pbo
m 460 EPA a 380 DHA denneé

— 5,3 roku sledovani
— Vék 53 let

— Kuraci 7,2%

- DM2 13,7%

— HT 49, 8 %

— LLT 37,5%



Vliv na riziko KV prihod a malignit
ve studii VITAL
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No. at Risk
Placebo
n-3 Fatty acids

Placebo
0.039 Hazard ratio, 0.92 (95% Cl, 0.80-1.06)
P=0.24

Years since Randomization

12,938 12862 12,745 12,592 12,281 9825
12,933 12,842 12,725 12,594 12,322 9878

B Invasive Cancer of Any Type

Cumulative Incidence

No. at Risk
Placebo
n—3 Fatty acids

12,938
12,933

0.069 Hazard ratio, 1.03 (95% Cl, 0.93-1.13)

12,747
12,756

Years since Randomization

12,544 12,330 11,981 9543
12,566 12,356 11,996 9557

N Engl J Med 2019;380:23-32.



Intervencni klinické studie s w-3MK

‘L*Study of Cardiovascular Events in Diabetes:

ASCEND

m 25871 osob : primarni prevence

— Omega 3MK vs. Pbo a vitamin D vs. Pbo
m 460 EPA a 380 DHA denné

— 5,3 roku sledovani

Vék 53 let
Kuraci 7,2%
DM2 13,7 %
HT 49, 8 %
LLT 37,5 %

N Engl J Med 2018;379:1540-5



ASCEND: celkovy vysledek

A First Serious Vascular Event
100
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No. at Risk

Placebo 7377 7222 7047 5792
Fatty acids 7369 7218 7050 5804

Cumulative benefit per 1000 0+3
patients in fatty acid group

N Engl J Med 2018;379:1540-




ASCEND: ani hledani v
podskupinach nepomohlio

B First Serious Vascular Event, According to Year of Follow-up
Fatty Acids Placebo
Year of First Event (N=7740) (N=7740) Rate Ratio (95% Cl) P Value

no. of patients with event (%)

236 (3.0) 234 (3.0) 1.01 (0.84-1.21

181 (2.5) 186 (2.5) 0.97 (0.79-1.20

167 (2.4) 184 (2.6) 0.91 (0.74-1.12

105 (2.7) 108 (2.7) o 0.98 (0.75-1.28

639 (8.9) 712 (9.2) - 0.97 (0.87-1.08)

Test for trend across years x’=0.22 (P=0.64) 06 0.8 1.0 1.2 114 16

-

Fatty Acids Better  Placebo Better

Fatty Acids Placebo

Type of Event (N=7740) (N=7740) Rate Ratio (95% ClI) P Value
no. of patients with event (%)

Nonfatal myocardial infarction 186 (2.4) 200 (2.6) 0.93 (0.76-1.14

Nonfatal ischemic stroke 217 (2.8) 214 (2.8) 1.01 (0.84-1.22

Transient ischemic attack 185 (2.4) 180 (2.3) 1.03 (0.84-1.26

Vascular death 186 (2.4) 228 (2.9) 0.81 (0.67-0.99

Serious vascular event 689 (8.9) 712 (9.2) 0.97 (0.87-1.08)

Any revascularization 368 (4.8) 356 (4.6) 1.04 (0.90-1.20)

Serious vascular event or revascularization 882 (11.4) 887 (11.5) 1.00 (0.91-1.09)
T T T 1
1.0 1.2 14 16

Fatty Acids Better  Placebo Better

N Engl J Med 2018;379:1540-




Studie REDUCE-IT: charakteristika

sledovanych: derivat EPA ve vysoké davce

Icosapent Ethyl Placebo
(N=4089) (N=4090)

Age (years), Median (Q1-Q3) 64.0 (57.0 - 69.0) 64.0 (57.0 - 69.0)
Female, n (%) 1162 (28.4%) 1195 (29.2%)
Non-White, n (%) 398 (9.7%) 401 (9.8%)
Westernized Region, n (%) 2906 (71.1%) 2905 (71.0%)
CV Risk Category, n (%)

Secondary Prevention Cohort 2892 (70.7%) 2893 (70.7%)

Primary Prevention Cohort 1197 (29.3%) 1197 (29.3%)
Ezetimibe Use, n (%) 262 (6.4%) 262 (6.4%)
Statin Intensity, n (%)

Low 254 (6.2%) 267 (6.5%)

Moderate 2533 (61.9%) 2575 (63.0%)

High 1290 (31.5%) 1226 (30.0%)
Type 2 Diabetes, n (%) 2367 (57.9%) 2363 (57.8%)
Triglycerides (mg/dL), Median (Q1-Q3) 216.5 (176.5 - 272.0) 216.0 (175.5 - 274.0)
HDL-C (mg/dL), Median (Q1-Q3) 40.0 (34.5-46.0) 40.0 (35.0 - 46.0)
LDL-C (mg/dL), Median (Q1-Q3) 74.0 (61.5-88.0) 76.0 (63.0 - 89.0)
Triglycerides Category

<150 mg/dL 412 (10.1%) 429 (10.5%)

150 to <200 mg/dL 1193 (29.2%) 1191 (29.1%)

=200 mg/dL 2481 (60.7%) 2469 (60.4%)

Bhatt DL, Steg PG, Miller M, et al. N EnglJ Med. 2018




Studie REDUCE-IT: efekt ikosapent

ethylu na primarni sledovany cil
+(KV umrti, IM, CMP, NAP, revaskularizace)

Placebo
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Bhatt DL, Steg PG, Miller M, et al. N EnglJ Med. 2018

Hazard Ratio, 0.75
(95% CI, 0.68-0.83)

RRR = 24.8%

ARR =4.8%

NNT = 21 (95% Cl, 15-33)
P=0.00000001




Vliv aktivni lécby na relativni riziko
vyskytu sledovanych ukazatelu ve
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Srovnani ukazatelu v poslednich
studiich s W-3MK

Studie Pocet Vek Trvani Intervence Placebo Statiny
(prumer, roky) (prameér, roky) (%)

ASCEND 15480 63,3 7,4 340 mg 1g 75
EPA + 380 mg olivovy olej
DHA

VITAL 25 871 , , 460 mg Tg
EPA + 380 mg olivovy olej
DHA

REDUCE-IT 8179 , 4 gicosapent 4g
mineralni olej

DHA

Vrablik M. KapKard 2019

Primarni
ukazatel (%)




Je to tedy konec pribehu
Dalsi cast bude zvlaste ,silna”

I m A lLong-Term Outcomes Study to Assess Statin Residual Risk Reduction
with Epanova in High Cardiovascular Risk Patients with
Hypertriglyceridemia: STRENGTH

High cardiovascular Risk patients (1. established atherosclerotic cardiovascular
disease, 2. diabetes with an additional risk factor or 3. high-risk primary
prevention) on optimal statin therapy with triglycerides >180 to <500 mg/dL and
high-density lipoprotein cholesterol <42 mg/dL (men) or <47 mg/dL (women)

Epanova 4 g daily (n=6,543)

Screening and Lipid
Stabilization Period

e

Treat until 1,600 primary endpoints with a
projected median duration of therapy of 3 years

Primary endpoint: cardiovascular death, non-fatal myocardial infarction, non-fatal
stroke, coronary revascularization or hospitalization for unstable angina

m Konec studie X/2019




Omega-3 mastné kyseliny a
kardiovaskularni onemocneni

Typ pripravku je zrejmé dulezZity: Cista EPA

Davka pripravku je ziejmé dulezita: vysoka
davka

Dulezity je lipoproteinovy fenotyp:
hypertriglyceridemie indikuje potencialné
profitujici

Jesteé se dozvime vice...az prijde dalsi silny
argument (STRENGTH)




