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Co jsou a jakou maji funkci omega 3 NMK?
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Omega 3 nenasycené MK - EPA a DHA

- zabudovany v triglyceridech a fosfolipidech
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Jak se porovnat s vysledky studii s omega 3 NMK?

*s Effects of eicosapentaenoic acid on major coronary eventsin
hypercholesterolaemic patients (JELIS): a randomised open-
label, blinded endpoint analysis

he NEW ENGLAND JOURMAL of MEDICINE
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Uziti omega 3 NMK v léecbhe blize nedefinovane
dyslipidemie - analyza 10 studii + 2 studii
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Figure 1. Associations of Omega-3 Fatty Acids With Major Vascular Events
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Prednosti a nedostatky meta-analyzy
a st. ASCEND + VITAL

m velky pocéet probandu (>600 tis. pacient/roku)
0 m pomerné homogenni populace stran KV rizika

O m nedostatecneé definovany metabolicky profil
m zpravidla komb. EPA a DHA v ruznych davkach
m casto chybi udaje o ovlivnéeni lipidogramu



Studie JELIS: N- 18 600, 1 800 mg EPA, sledovani 4-5 let,

bazalni lécba minidavkami statinu, nedostatecna kontrola LDL-C,
minim. efekt EPA na vlastni lipidogram

* Effects of eicosapentaenoic acid on major coronary eventsin

hypercholesterolaemic patients (JELIS): a randomised open-
label, blinded endpoint analysis
MitsuhiroYokoyama, Hideki Origasa, Masunori Matsuzaki, Yuji Matsuzawa, Yasushi Saito, Yuichilshikawa, Shinichi Oikawa, Jun Sasaki,

Hitoshi Hishida, Hiroshige Itakura, Toru Kita, Akira Kitabatake, Noriaki Nakaya, Toshiie Sakata, Kazuyuki Shimada, Kunio Shirato, for the
Japan EPA lipid intervention study (JELIS) Investigators

Summary

Lancer 2007;369:1090-98  Background Epidemiological and clinical evidence suggests that an increased intake of long-chain n-3 fatty acids
See Commentpage 1062 protects against mortality from coronary artery disease. We aimed to test the hypothesis that long-term use of
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Figure 2: Kaplan-Meier estimates of incidence of coronary events in the total study population (panel A), the primary prevention arm (panel B) and the secondary prevention arm (panel C)




JELIS - ovlivneni lipidogramu
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Ve studii JELIS byl dolozen vyznamny efekt na pokles
MACE pouze u diabetiku s hypertriglyceridémii

Atherosclerosis 206 (2009) 535-539
v TRt Contents lists available at ScienceDirect
j::f;\ : Atherosclerosis
PR
journa | homepage: www.elsevier.com/locate/at herosc lerosis

Suppressive effect of EPA on the incidence of coronary events in
hypercholesterolemia with impaired glucose metabolism:
Sub-analysis of the Japan EPA Lipid Intervention Study (JELIS)
Shinichi Oikawa?*, Mitsuhiro Yokoyama®, Hideki Origasa®, Masunori Matsuzaki®,
Yuji Matsuzawa®, Yasushi Saito', Yuichi Ishikawa#, Jun Sasaki", Hitoshi Hishida’,

Hiroshige Itakural, Toru Kita¥, Akira Kitabatake', Noriaki Nakaya™, Toshiie Sakata",
Kazuyuki Shimada®, Kunio ShiratoP, for the JELIS Investigators, Japan
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Prednosti a nedostatky st. JELIS

m velky pocet probandu (témér 100 tis. pacient/roku)

0 m efekt v ramci prim. i sek. prevence
m podavani samotné EPA ve stredni davce

m nedostatecne definovany metabolicky profil

m efekt vyznamny pouze v subpopulaci diabetiku
s hypertriglyceridémii

m zcela nedostatecna kontrola LDL-C (LDL-C >4 mmol/l, bazalni
lééba 5 mg simvastatinu €i 10 mg pravastatinu téz v sek. prevenci)

m jen 13% probandu lé€eno protidest. Ié€bou (téz v sek. prev.)

*) d0i:10.1016/j.atherosclerosis.2009.03.029



Prednosti a nedostatky st. JELIS
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= efekt vyznamny soucasnou klinickou praxi
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m zcela nedostatecna kontrola LDL-C (LDL-C >4 mmol/l, bazalni
lééba 5 mg simvastatinu €i 10 mg pravastatinu téz v sek. prevenci)

m jen 13% probandu lé€eno protidest. Ié€bou (téz v sek. prev.)

*) d0i:10.1016/j.atherosclerosis.2009.03.029




Studie REDUCE IT: N - 8179, l1ééba statiny (LDL-C — median

1,9 mmol/l), 71 % v ramci sek. prevence, zbytek T2DM, TG 1,52 - 5,63
mmol/l, median sledovani 4,9 let, leCba 4 g EPA

Cardiovascular Risk Reduction with
Icosapent Ethyl for Hypertriglyceridemia
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Srovnani st. JELIS a REDUCE IT
- efekt na lipidogram (mediany)
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Efekt EPA na pokles MACE ve studii REDUCE IT
nebyl zavisly na normalizaci triglyceridemie

A Primary End Point by Achieved Triglyceride Level at 1 Year

Hazard Ratio {95% Cl):
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Prednosti a nedostatky st. REDUCE IT

+

m dostatecny pocet probandu (témér 40 tis. pacient/roku)
m vysoce vyznamny efekt v ramci sek. prevence/T2DM

m jasnheé definovany metabol. stav — smisena dyslipidemie
m podavani samotné EPA ve vysoké davce

m vyborna kontrola LDL-C statinem (median 1,9 mmol/l)

m efekt jen obtizné vysvetlitelny poklesem triglyceridemie
(] 0 14%), resp. poklesem LDL-C (| o 7%)

O m hebyl rozdil mezi probandy s poklesem TG a bez poklesu
m heni uvedeno jaké procento lIéceno protidest. Ié€bou




Moznosti lecby hypertriglyceridemie
(vcetne smisene dyslipidemie) dle EMA (brezen 2019)

O

EUROPEAN MEDICINES AGENCY

SCIENCI MEDICINES HEALTH

EMA confirms omega-3 fatty acid medicines
29 ren 2019 are not effective in preventing further heart
o problems after a heart attack.

EMA confirms omega-3 fatty acid medicines are not
effective in preventing further heart problems after a
heart attack

EMA has confirmed that omega-3 fatty acid medicines containing a combination of an ethyl ester of
eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA) at a dose of 1 g per day are not effective
in preventing further problems with the heart and blood vessels in patients who have had a heart
attack. This is the outcome of a re-examination requested by some of the companies that market the
medicines concerned, following EMA’s original recommendation in December 2018.

This means that these medicines should no longer be used in this way. However, they can still be used

' However, they can still be used to reduce levels
of certain types of blood fat called triglycerides.

https://www.ema.europa.eu/en/documents/referral/omega-3-fatty-acid-medicines-ema-confirms-omega-3-fatty-acid-medicines-are-not-effective-preventing_en.pdf
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Moznosti lecby hypertriglyceridemie
(vEéetnée smiseneé dyslipidemie) dle guidelines

Tabulka 18 — Doporuceni pro farmakoterapii hypertriglyceridemie

iZOIovana, hypertriglyceridemie Doporuceni Trida?

Farmakoterapie by méla byt zvazena
u nemocnych s vysokym rizikem lla
s koncentraci TG = 2,3 mmol/l.

stati n (||b/B) U vysoce rizikovych nemocnych .

s hypertriglyceridemii lze jako lék prvni
I volby ke snizeni rizika KVO zvolit statin.

U vysoce rizikovych nemocnych
> s koncentraci TG > 2,3 mmol/l i pFi lécbé

Stati n p fen0fi brat (I1b/C) statiny lze zvazit podavani fenofibratu b

v kombinaci se statinem.

KWO — kardiovaskularni onemocnéni; TG — triglyceridy.
a Trida doporuceni
b Uroven dakazG

smisena dyslipidemie

Tabulka 19 — Souhrn dcinkd lékowvych kombinaci pri lécbé

smisenych dyslipidemii
> Podavani kombinace statinu s fibratem je moZno zvazit, ale je nutno

Stati n + fen0fi brat (I1b/C) se vyhnout kombinaci statinu s gemfibrozilem. Je treba sledovat,

zda nedochazi k myopatii.

Pokud nedochazi k dostatednému snizeni koncentrace TG
podavanim statind nebo fibratd, lze pro dalii snizeni TG zvazit
podavani w-3 mastnych kyselin. Tyto kombinace jsou bezpecné

+ omega 3 NMK o)

Souhrn Doporucéenych postupt ESC/EAS pro diagnostiku a lé¢bu dyslipidemii, 2016



Jaky typ dyslipidemie intervenovat?
SMISENOU DYSLIPIDEMII
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Jak velke casti populace se lecha tyka?
V bézné populaci se vyskyt hypertriglyceridemie
pohybuje mezi 20-30%

Copenhagen General Population Study

160 Mirné az stredné vyrazné zvysena
zvysSena triglyceridémie triglyceridémie

27%

=

§ (zpravidla pfi obezité, DM, (+ genet. slozka)

= nizké aktivité a alkoholu)
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2 27% <1%
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Nonfasting triglycerides




Posun v nazoru na uziti omega 3 NMK v léeche
dyslipidemie po zverejnéni studie REDUCE IT

mvysoce rizikova populace (zejm. sek. prevence)
s hypertriglyceridémii (resp. se smisenou dyslipidémii)
m lééba vysokymi davkami EPA (bez ostatnich w-3 NMK)

m jako pridatna lécba smisené dyslipidemie po
optimalizaci LDL-C statinem

nv CR zatim Iééba nedostupna (neni pripravek s EPA,
EPE-E)



Je skutecne efekt EPA vysvetlitelny
poklesem hypertriglyceridemie?

= jedinou indikaci omega 3 MK (i icosapent
ethyl - VASCEPA) je hypertriglyceridémie

= efekt na pokles TG ve st. JELIS a
REDUCE IT se pohyboval mezi 4 a 14%

m efekt EPA na pokles MACE ve st. REDUCE
IT nebyl zavisly na normalizaci
triglyceridémie

= pokles TG o ®30% ve studii ACCORD
(fenofibrat) nesnizil vyskyt MACE

VASCEPA- icosapent ethyl capsule

Amarin Pharma Inc, S P c

HIGHLIGHTS OF PRESCRIBING INFORMATION
VASCEPA® (icosapent ethyl) Capsules, for oral use
Initial US. Approval: 2012

These highlights do not include all the information needed to use VASCEPA® salely and effectively. See full
prescribing information for VASCEPA.
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VASCEPA s an ethyl ester of eicosapentaenoic id (EPA) indicated as an adjunct to diet to reduce triglyceride (TG) leve
in adult patients with severe (> 500 mg/dL) hype Righucaridemia (1)




Efekt EPA muze byt zprostiredkovan snizenim
nabidky TXA, (kompetice s AA na arovni COX)

AA je substratem

proces katalyzovan COX

pro syntézu PGH, a TXA,,

Eicosapentaenoic acid

EPA je substratem

pro syntézu biologicky
neucinnych derivati PGH,,
pokles nabidky TXA, muze
vysvétlit pokles
aterotrombotickych prihod
i vySSi vyskyt krvaceni pfi
lé€bé omega 3 NMK

(Omega-3)
COX COX + Aspirin
5-LOX
Y
PGH, 5-HPEPE 18(R)-HPEPE
l lE-mx
Y
3-5eries PGs, 5-Series E-Series
TXs LTs Resolvins
|

Arachidonic acid
(Omega-6)
COX 5-LOX
GH, S-HPETE
2-Series d-Series
|PGs, TXs LTs
|
agregace, reparace

agregace, reparace
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Nemylime se i my, kdyz lecime
hypertriglyceridemii omega 3 NMK?
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Dekuji za pozornost




