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Mechanismus ucinku NSAID

blokada COX a tim syntézy prostaglandinu
- v misté poskozeni

- potlaceni interference PG s descendentnimi
inhibicnimi drahami - centralni kontrola bolesti'?

- prokrveni sliznice GIT, prokrveni
ledvin, agregace desticek, ochrana endotelu

= INAUK ¢ - podili se na tvorbe
prozanetlivych cytokinu a mediatoru bolesti?

1 Denson et al, 199.
2 Calcey et al, 199
3 Malek et al., 201-



Déleni NSAID

COX-1 specificka NSAID (nizké davky ASA)
COX- nespecificka NSAID (,standardni“ NSAID)

COX-2 preferencni NSAID (meloxikam, nimesulid)

COX-2 specificka NSAID (koxiby)

celecoxib - CELEBREX
parecoxib- DYNASTAT
etoricoxib - ARCOXIA



Rizika medikace NSA

Rizikova anamnesticka data pro chronickou
medikaci NSAID

Nezadouci ucinky NSAID

vék (od sedmého decennia)

Gastropatie - dyspepsie, krvaceni,

ulcerace, perforace vredova choroba

infekce Helicobacter pylori

Trombogenni riziko srde¢ni selhavani

jaterni cirh6za

Srdecni selhani s méstnanim diabetes mellitus

glukokortikoidy
Nefropatie, hepatopatie
antikoagulancia

Lekove interakce protidestickové léky




Risk/benefit NSAID

Riziko

GIT KV
krvaceni renalni

COX 2 selektivita




Nezadouci ucinky NSAID

*10-20 % pacientu trpi dyspepsii

K hospitalizovano 100.000 pacientl ro¢né naklady 2 mld USD, zemre 16.500
* srovnatelny pocet zemre v USA na AIDS!

i (extrapolace)... 5.000 hospitalizaci a 800 umrti

*s Cetnymi nezadoucimi Gc¢inky je spojena



X

COX-2 inhibitory - hysterie?

(Vioxx Gastrointestinal Outcomes Research trial 2002)
(Adenomatous Polyp Prevention on Vioxx 2001-2004)

protrombogenni teorie, rofecoxib stazen z trhu 9/2004 (3,5 vs. 2 %)

Katz JA. Pain Med. 2013
nahly vzestup TK, inhibice prostaCykiitiu (spuieCiie pru vseunia NSAID!)

COX-2 Inhibition: What We Learned—A Controversial Update on Safety

Singh et al., Exp Opin Metab Toxicol. 2014
coxiby i NSAID maji podobné riziko kardiotoxicity a nefrotoxicity
rofecoxib OR 2,12, ibuprofen 3, 36, etoricoxib OR 4,07
zavisi na davce, délce a frekvenci podavani



THE LANCET

Copyright © 2013 Elsevier Ltd All rights reserved.

Vascular and upper gastrointestinal effects of non-steroidal anti-
inflammatory drugs: meta-analyses of individual participant data
from randomised trials

Coxib and traditional NSAID Trialists' (CNT) Collaborationt
Summary

Background

The vascular and gastrointestinal effects of non-stereidal anti-inflammatory drugs (MSAIDs), including selective COX-2 inhibitors
(coxibs) and traditional non-steroidal anti-inflammatory drugs (tNSAIDs), are not well characterised, particularly in patients at
increased risk of vascular disease. Ve aimed to provide such information through meta-analyses of randomised trials.

Methods

Ve undertook meta-analyses of 280 trials of NSAIDs versus placebo (124 513 participants, 68 342 person-years) and 474 trials of
one MSAID versus another NSAID (229 296 participants, 165 456 person-years). The main outcomes were major vascular events
(non-fatal myocardial infarction, non-fatal stroke, or vascular death); major coronary events (non-fatal myocardial infarction or
coronary death); stroke; mortality; heart failure; and upper gastrointestinal complications (perforation, obstruction, or bleed).

This meta-analysis of individual participant data helps to characterise and quantify the vascular and gastrointestinal hazards of
coxibs and tNSAIDs. It shows that high-dose diclofenac has vascular risks similar to coxibs, but also raises the possibility that
high-dose ibuprofen has similar vascular effects. High-dose naproxen seems to be associated with less vascular hazard, although
whether this is true of the lower doses most commonly used in clinical practice is unclear. Although NSAIDs increase vascular and
gastrointestinal risks to a varying extent, our analyses indicate that the effects of different regimens in particular patients can
be predicted, which could help in guiding decisions about the clinical management of inflammatory disorders.



NSAID v lécbé akutni bolesti

Malek et al., 2010
NSAID mohou redukovat davku morphinu az o 40 %

Ong et al., Anaesth Analg. 2010 - syst.review
NSAID + paracetamol az o 30 % lepsi efekt (18 z 21 RCTs)

Maund et al., Br J Anaesth. 2010

COX-2 lépe nez NSAID a léepe nez paracetamol redukuji spotrebu
morphinu v PCA analgezii (60 RCTs), NSAID redukuji PONV

De Oliveira et al., Anaesth Analg. 2012
ketorolac 60 mg redukoval PONYV i spotrebu morphinu o 30 % (13 RCTs)



NSAID v lécbé akutni bolesti u deti

Wong et al., Paediatr Anaesth. 2013 - syst.review
NSAID a/nebo paracetamol az o 30 % lepsi efekt (16 z 29 RCTs)

Michelet et al., Anesth Analg. 2012
NSAID signifikantné redukuji spotrebu opioidd a PONV u déti (27 RCTs)

Lewis et al., Cochran Database Syst. Rev. 2013
NSAID nezvysuji riziko krvaceni proti placebu po tonsilektomii
nizsi PONV pri uziti NSAID proti placebu (15 RCTs, 1101 déti)



NSAID v lécbé akutni bolesti

Derry et al., Cochrane Database Syst Rev 2013
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Dali u&inky NSAID

Jin et al., Int Inmunopharmacol. 2013
COX-2 inhibitory maji efekt u VILI

Cooper et al., Health Technol Assess. 2010, Cochrane Database

ASA a celecoxib jsou vhodnou pred rekurenci
adenomatozy streva (44 RCTs)

Burton et al., Dis Colon Rectum. 2013
NSAID maji vyssi incidenci streva 5,1 % proti
placebu (2,4 %)



Soucasné postaveni NSA v lécbe
neuropatickeé bolesti

role prostaglandinu a
cyklooxygenazy

v zesilovani prenosu

neuropatické bolesti
znama od 90-tych let

inhibice COX-2 vede ke
snizené tvorbe PGE2

analgeticky efekt v oblasti
zadnich rohu misnich

U&inek prostaglandinu
na prenos neuropaticke
bolesti

» Schematic lllustration of an NMDA Receptor, with Its Binding Sites




NSAID v |écbé neuropaticke bolesti

Romano et al.,2009
pregabalin + celekoxib u bolesti zad, kombinace snizila bolest o 52 %

Gilron et al, 2005
gabapentin + koxiby, pooperacni bolest po AHY, pozitivni vysledky

Chizh et al., 2013
pregabalin + parecoxib, zmirnéni alodynie v experimentu

Krsiak, 2012
model visceralni bolesti, gabapentin v kombinaci s ruznymi NSAID -

cim je vyssi relativni inhibice COX 2 (IC 50 COX1/2), tim je v kombinaci
analgeticky efekt vetsi.



Diskuze

ERASMUS University v Rotterdamu
SOS project (Safety of non-steroidal anti-inflammatory drugs)

EMA, SUKL

*Hodnoceni bezpecnosti NSAID nedoporucilo zatim zmény ve zpusobu jejich pouzivani.

*Kardiovaskularni riziko diklofenaku se bliZi coxibim.

*Naproxen ma nizsi kardiovaskularni rizika, GIT toxicita je u vSech NSAID stejna.

*Vsechna NSAID maji byt pouzivana nejkratsi nutnou dobu a v co nejnizsi ucinné
davce.

*Vyzkum novych NSAID.



selekce pacientu (vék, GIT, KV, renalni riziko, komedikace)

NSAID - dobry sluha, ale spatny pan

gabrhelikt@post.cz



