[Moia n Znuacia Twv MXA® oTnv
ASovikn ZnovouAapBpiTida

AnuNTPIOC ZNOONOUAOC
Enlps)\r]mc, PeupaToAoyikou

THAPATOG
424 TENE




i Conflict of interest

Xwpic apoifn yia TNV CUYKEKPIMEVN
napouciaon

s EKNaIOEUTIKEC-EPEUVNTIKEC-OUNBOUAEUTIKEC
£NIYopnyNoeIC TNV TeAeUTaia dIETIa:

Novartis, UCB, Pfizer, MSD, Abbvie,
Genesis, Janssen



i MpoBANUATIOUOL...

4.

Mapa Tnv xpnon Twv MZA® yia
TouAdyloTov 70 £TN aKOUN uNapxouv
avanavTnTa EpwTNUaTa

Ynapyel npoTtipnon otnv AxSpa
2UVEYXOMEVN N KAT ' €NiKANGN Xopnynon
T1 yiveTal ye TNV akTIVOAOYIKN €EEAIEN
[1a NOCO XpOoVIKO Ol1aoTNHa



i To Mapdadofo TnC YNodsonc

= 15 xpovia yera tnv €i00d0 Twv
BioAoyIkwv BEpaAnsiwy Napapevel
avolkTn oulnTnon yia Tn Xpnon Kai Tn
Beon Twv MZAD otnv Afovikn
>novouAapBpiTida




i Fevikiy Mapadoxn

= ‘'OAa Ta MZA® eival anoTEAEOUATIKA AOYW TNG
IKAVOTNTAC va avaoTeA\ouv Tn BioouvOeon
npooTayAavoivwv oTo €ninedo ™G COX

= [1ANBoC¢ avsnleuunva svspyacov

= MeyaAeg peTa-avaluoeig aneTuxav va
anodei§ouv TNV UNEPOXN TWV EKAEKTIKWV COX
O€ AYYEIAKEC KAl YAOTPEVTEPIKEC DIATAPAXEC

Lancet 2013;382:769-79.
Lancet 2006;368:1771-81



2016 update of the ASAS-EULAR management
recommendations for axial spondyloarthritis

Désiréee van der Heijde,! Sofia Ramiro,” Robert Landewe,? 3 Xenofon Baraliakos,?
Filip Wan den Bosch,® Alexandre Sepriano,® Andrea Regel,? Adrian Ciurea,”
Hanne Dagfinrud,® Maxime Dougados,® ' Floris van Gaalen,' Pal Geéher, '’

Irene wvan der Horst-Bruinsma,'? Robert D Inman,’® Merryn Jongkees, ' Uta Kiltz,*
Tore K Kwvien,'® Pedro M Machado,'® Helena Marzo-Ortega, '™ ' Anna Molto,® 12
Victoria Mavarro-Compan,'® salih Ozgocmen,?® Fernando M Pimentel-Santos,?’

John Rewveille,?? Martin Rudwaleit,?¥-<%2% jochen Sieper,?® Percival Sampaio-Barros,?”
Dieter Wiek,*® Jirgen Braun?

5.Patients suffering from pain and stiffness should
use an NSAID as first-line drug treatment up to
the maximum dose, taking risks and benefits
into account. For patients who respond well to
NSAIDs continuous use is preferred



2016 update of the ASAS-EULAR management
recommendations for axial Spondyloarthritis

Désirée van der Heijde,'! Sofia Ramiro,’ Rober‘t Landewe, 3 Xenofon Baraliakos,?
Filip WVan den Bosch,® Alexandre Sepriano, '"® Andrea Regel,® Adr ian Ciurea,”
Hanne Dagfinrud,® Maxime Dougados 2,10 Floris van Gaalen,' Pal Géher,’

Irene wan der Horst-Bruinsma,'? Robert D Inman,'® Merryn Jongkees 9 Uta Ki Itz
Tore K Kvien,’® Pedro M Machado,'® Helena Marzo-Ortega, -7 Anna Molto 10
Victoria Navarro- Compdn 2 salih ngocr‘nen “C Fer nando M Pimentel-Santos,”

John Rewei IIe 22 Martin Rudwalet 24.25 Jochen Sieper,?® Percival Sampaio-Barros,

Dieter Wiek,2® Jirgen Braun®

= Given the risks of long-term NSAID use, the question
about which patients require continuous NSAID
treatment is valid

= In the absence of equivocal evidence, it was finally
decided to base a decision of continuous use of
NSAIDs to the symptoms of the patient rather
than on a possible protective effect regarding
structural progression

= If symptoms recur after stopping or dose reduction
of an NSAID, continuous use should be advised.
This was accepted by a two-third majority in
the second round of voting



i Y eAeUBEPN PETAMPAON...

= 2APNC £IKOVA KATAYUATOC OV
napaTnpeiTat...

= XWPIC KATI TO OEU XEIPOUPYIKO OTNV
napouca paon




Ynapyouv diapopeC OTNV
anoTEAECUATIKOTNTA;

+

O1 head to head ouykpioeIC €ival EAAXIOTEC
Mpo&ikaun kar peho€ikapn doev £dei&av diapopat
AIkAo@aivakn kar oeAEKOEIUNN €Nionc2

2€ AAAEG PENETEG N etoricoxib £DeIEE avwTePOTNTA
ano TNV vanpog&evn € GNOVOUAIKO MOVO Kal
AEITOUPYIKOTNTA3

= MeTenaira pera-avaluoelg £dIEaV GUYKPIOIUN
AnOTEAEONATIKOTNTA OAWV TwV MZA® oTtnv A2

1.Rheumatology (Oxford) 1999;38:235—-44.
2.Ann Rheum Dis 2008;67:323-9

3Arthritis Rheum 2005;52:1205-15.

3.BMC Musculoskelet Disord 2011;12:165.
4.Rheum Dis 2016;75:1152-60.



AtroteAeoparikoTnTa TwVv MZA® oTn BepaTreia
a00eVvWYV JE AYKUAOTTOINTIKN OTTOVOUAITIOX
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1. Amor B et al. Rev Rheum Engl Ed 1995;62:10-5 A‘.i'A‘j
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[TANBoC MeAeTWV yIa TNV
AKTIVOAOVYIKN €EENIEN

Sieper I, Listing J, Poddubnyy D, ef a/. Effect of
continuous versus on-demand treatment of
ankylosing spondylitis with diclofenac over 2 years

on radiographic progression of thespine~gesults fror
a randomised multicentre trial { Ann
Rhewn Dis 2016;75:1438—-43.

: : - Nonsteroidz
antiinflammatory drugs reduce radiographic
progression in patients with ankylosing spondylitis:
a randomized dinical trial. Athrts Rhewn
2005;52:1756-65.

—Boersma IW._Retardation of ossification of the
lumbar vertebral column in ankylosing spondylitis
by means of phenylbutazone. Scand J Rhewnatol
1976, 5:60—-4.

Poddubnyy D, Rudwaleit M, Haibel H, ef al. Effect o
non-steroidal anti-inflammatory drugs on
radiographic spinal progression in patients with axia

spondyloarthritis: mesults from the German
Spondyloarthritis Inception Cohort. Ann Rheum Dis
201271161622

_Dougados M, Simon P, Braun 1, ef al. ASAS
recommendations for collecting, analysing and
reporting NSAID intake in clinical triak/
epidemiological studies in axial spondyloarthritis.
Ann Rheum Dis 2011;70:249-51,

Haroon N, Inman RD, Learch T), ef &, The impact of

tumor neaosis factor alpha inhibitors on radiographic
progression in ankylosing spondylitis. Arthritis Rheum
201365:2645-54

kroon F, Landewe R, Dougados M, et al. Continuous
NSAID wse reverts the effects of inflammation on
radiographic progression in patients with ankylosing
spondylitis. Ann Rheum Dis 2012;71:1623-9,




O¢patreia ye MZAD® oTnV AyKUAOTTOINTIKN
oTTovOUAapOBpiTIOO : AKTIVOAOVYIKN ETTIOLIiVWON

MikpoTepn akTIVOAOYIKA €TIOEivwon (MSASSS*) yetd atrd 2 xpovia
OuUVEXOUG £vavTi KAt eTTikKAnon xpnong MZA® (n = 150)

2 -

D Zuvexng xopiynon MZA® I:I KaTt’ emmrikAnon xopfiynon MZA®

=
N b 1!5 N
93
< 3 p <0.02
Do,
55
€5

-1

=0,5 - 0,4

0 1

* ACIOAOYNON ME TUPAN XPOVOAOYIKN TEIPA

Wanders A et al. Arthritis Rheum 2005;52:1756-65 Aﬂs



Ala@opeTIKn Opdon Twv MZA®P oTnv akKTIVOAOYIKR £§EAIEN TNC
22 0¢ 000eveic HE PUOIOAOYIKEC KOl QUENMEVEC TTPWTEIVEG
ogeiac paong

KaptmoAn mlavotiTwy £§éAiIEng mSASSS
10 - duoioloyikd emTireda CRP Zuvexiic Kar’ emikAnon p-value

8 A mSASSS
6 (SD)

4~ opO¥

0.9(1.8) 0.8(1.1) 0.62

Nprog (%) 5 (24%) 7 (28%) 0.97

2 - Al Aasaas g Zuveyng Bepameia MIAD

A MZIA® kar’ emikAnon

E&EMIEn mSASSS o¢ 2 ypoovia

~ “Tuvohiki MBaveTHTA

KaptroAn mlavoriTwy £§EAIENg MSASSS ] .
10- Aunpéva emrireda CRP ZUVEXNC Kar’ emikAnan p-value
g A mSASSS
§ (SD) 0.2 (1.6) 1.7 (2.8) 0.003
s
P Nprog (%) 7 (13%) 17 (38%) 0.011
ub: 0 ZuveXng Bepameia MZAD
g
“E’ A MEIA® kar’ emikAnon
S 4
“Er o _i‘j A mSASSS: H petapoArl mSASSS ara 2 xpovia
Noog: OpIBUOG aoBEVWV pE ETIBEIVOUHEVO

MSASSS amd 22 povddeg ota 2 xpovia

8-
ZuvoAiki mMlavoTnTa

ASAS

Kroon F et al. Ann Rheum Dis 2012;71:1623-9 (with permission)



Kanola ano Ta ZupnepacuaTa
i TWV ZUYYPAPEWV

= CRP napouadia ouvdeoNOPpUTWY OTNV apxn
kanviopa kai uAo naifouv poAo oTtnv €EENIEN
al\a Ogv paivetal E&ekaBapa n unepoxn TNG
OUVEXOMEVNC XOpnynong TouAaxioTov
AKTIVOAOYIKG

= 'OAa Ta napanavw Bonbnoav va wpiuacel n
100 avAPeECTa OTOUC PEUNATOAOYOUC YIa
ouvexopevn xpnon MZA® os acBeveic e
UPnAO PAEYHOVWOEC (POPTIO




i SUPHOPPWON

= ¢ Ba NETUXEIC TN CUVEXN XOpPnynon oTnv
KAIVIKN Npa&n;

= Mikpn HEAETN €0€IEE ONUAVTIKEC OUCGKOAIEC
akoun kai oTic 6 Oouadec xopnynonc e
TOUC aoBeveic va dlakonTouv Tn Bepaneia
LOVO HE TO (POBO AVENIOUPNTWV EVEPYEIWV

Varkas G et al Arthritis Rheumatol 2015
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Review

Should non-steroidal anti-inflammatory drugs be used continuously in
ankylosing spondylitis?

Dewi Guellec?, Gadtane NMocturne ©, Zuzana Tatar®, Thao Phal‘nd.]érémie Sellam*©,

Alain Cantagrel I Alain Saraux -+

32 Rheumatology department, CHU Covale- Blanche, Brest University Hospital, boulevard Tanguy-Prigent, 29200 Brest, France
b Rheumatology department, CHU Le- Kremlin- Bicétre, Le—Kremlin- Bicétre, France
© Oncology department, centre Jean-Perrin, Oermont- Ferrand, France

4 Rheumatology department, (HU Sainte-Marguerite, Marseille, France
= Rheumatology department, Hopital Saint-Antoine, AP-HF, PierTe-et- Marte-Curie Paris & University, Paris, France

f Rheumatology department. Hapital Purpan, Toulouse, France

= Kanoiec peletec edei€av nio apyn
aKTIVOAOYIKN EEENIEN HE TN OUVEXOUEVN
Xopnynon

= Aev UNAPXEI UNEPOXT OO0V APOpa TOV EAEYXO
TWV CUUNTONATWV

= H ouvexouevn xopnynon (Cox-2) o€

UETABAAEl TO NPOoPIA aoPAAEIAC O GUYKPION

JE TNV KAT  €NiKANON




Table 2

[ata from studies comparing the effects of continuous versus on-demand treatment on radiographic progression (only one was a randomized controlled trial, continuous

versus on-demand NSAID).
Study Patients Design Comparison of Parameter Results {means + 5D) Pvalue
efficacy between
strategies
Continuous On-demand
Poddubnyy 164 AS and Retrospective data MSAID index, A m-SASSS, A5 patients
etal.(2012) non-radiographic axial  analysis at baselineand  cut-off 50 evaluated at MO
[10] SpApatients (modified  after 2 years among and M24 by 2
New York and ESSG GESPIC patients, all trained readers,
criteria), no TNF-at NSAIDs allowed blind to the
blockers strategy
ADDZ+£138  AOD96+278 0.039
SpA patients
AD74£185  AODS51£172 063
Haroon et al. 40 AS patients Prospective study, all NSAID versus & m-5ASSS, AD2:34 A 305162 0.08
(2011)[11] (modified New York NSAIDs allowed non-NSAID evaluated at MO
criteria) under TNF-a intake and M24
blocker treatment
Wandersetal 215 AS patients 2 year randomized Primary end & m-5ASSS, AD4=17 Al5+25 0.002
(2005)[9] (modified New York controlled trial, point evaluated at MO
criteria), no TNF-a continuous versus and M24 by a
blockers on-demand NSAID trained reader,
treatment, Celecoxibor blind to the
other NSAID if adverse strategy
events or inefficacy
Boersma et al. 40 AS patients (New Retrospective study in -+~ Continuous A ossificationof  “Little orno “rapidly <(.0001
(1976)[12] York criteria) a cohort of AS patients,  phenylbutazone the ossification” [rogressive
evaluating VErsUS no intervertebral ossification”
phenylbutazone phenylbutazone discs at lumbar

consumption

spine



Table 3

Data from studies comparing the safety of continuous versus on-demand treatment.

Study Patients Design Comparisonof safety ~ Adverse events Results (Number) Pvalue
between strategies
(ontinuous  On-demand
Wandersetal. 215 AS patients 2-year randomized Secondary endpoint, Total adverse events 245 200 N5
(2005] [9] (modified New controlled trial, continuous  comparison of the raw
York criteria) versus on- demand NSAID  data
treatment, celecoxib or
other NSAID if adverse
events or inefficacy
Serious adverseevents 22 25 NS
High blood pressure 10 3 0.12
Depression 15 4 0.03
Luyten et al 123 HiporKnee OA  24-week double-blind Secondary endpoint, Total adverse events 21 24 NS
(2007)[14]  patients(ACR randomized controlled comparison of the raw
criteria) trial, continuous versuson-  data
demand celecoxib
Serious adverse events [ 8 N5
High blood pressure 1 I N5
Strand et al 858 Hipor Knee OA  26-weeks double-blind Secondary endpoint, Total adverse events 245 251 Usp
(2011)[15]  patients (ACR randomized control-led comparison of the raw
criteria) trial, continuous versuson-  data
demand celecoxib
High blood pressure 51 45 UsP
Dyspepsia 17 b Usp
Abdominal pain 10 4 Usp




i NpoBAnuaATIoUOI

Ta dedopeva sival Aiya

[1a TNV aopalela eKTINAONKAV JOVO Ol EKAEKTIKOI
Cox-2

H nepiodoc HEAETNG ATAV HIKPr) OE OXEON HE TNV
KaOnUEPIVN TAKTIKN

Ynapyouv akTivoloyika dsdoueva povo o€ AZ kal oxl
o€ nr Ax Spa

H aogpaleia anoTeAsl NpwTaApXIKO OTOXO Kal OV
(pCIIVETCII va diayxwpilel Touc Cox-2

H onoia dpaon oTnv akTIvOAoyIKr) eEEAIEN dev eival
IKQVR ano Povn TNG va ahAa&el Tny 1aTpIKr NPakTIKN
Kal xpelalovTtal NEPICOOTEPEC MENETEC



AC a(pnOOULE TIC KAIVIKEC UEAETEC
i Kal va OoUuE TNV KAIVIKN Npa&n

= Eival oAoi o1 acbeveic pe AxSpa idiol;

s Zuprlon CIKTIVO)\OYIKI’]Q sEs)\lE,nq Npo Kal
LETA TN Xpnon BIoAoOYIKwV

= [1000 oiyoupol €iNacTE yla TO MoIoG
sE,s)\loosml AKTIVOAOYIKG Kal O€ NOCO
XpOVO;

= [1000I XpNOIYOMOIOUV GUVEXH XOpnynon
MZA® kai yia nooo;



i Asdopgva AcPAAeiac

= 'vwpiloupe TOUG KIVOUVOUC Twv MZAD o€
Kapdlayyelako, VEPPIKN AEIToupyia Kal
YAOTPEVTEPIKO OCWANvVa

= HAIkia kai ouvoonpomTeq nai(ouv onUavTIKo
POAO OTNV EUPAVION EMMAOKWV

= Ynapyouv d1apopec YeTa&éu MZAD?
= Xpovia xopnynon?




i Aopaleia MZAD

= Dubreuil et a/concluded that compared with
remote use of any NSAIDs, the use of
diclofenac in SpA was related to twofold to
threefold risk of MI, but the use of naproxen
did not increase the risk of MI in OA or SpA

Dubreuil M et al. Ann Rheum Dis 2018:annrheumdis-2018-213089



Safety of Etoricoxib, Celecoxib, and Nonselective
Nonsteroidal Antiinflammatory Drugs in
Ankylosing Spondyvlitis and Other
Spondyloarthritis Patients: A Swedish National
Population-Based Cohort Study

L. E. KRISTENSEN,” A. K. JAKOBSEN,” J. ASKLING,” F. NILSSON,* ann L. T. H. JACOBSSONT

= No unexpected or severely increased risks were
identified in spondyloarthritis patients treated

with either etoricoxib, celecoxib, or nonspecific
nonsteroidal antiinflammatory drugs (NSAIDs).

= Serious adverse events related to nonspecific
NSAIDs, etoricoxib, and celecoxib were similar.

= In clinical practice, patients not exposed to
NSAIDs had considerably more baseline comorbidities
than patients receiving NSAIDs



Vascular and upper gastrointestinal effects of non-steroidal 3@ x ®
anti-inflammatory drugs: meta-analyses of individual o
participant data from randomised trials

Coxib and traditional NSAID Triglists* (CNT) Collaboration™ Lancet 2013: 382:769-79

Methods We undertook meta-analyses of 280 trials of NSAIDs versus placebo (124513 participants, 68 342 persor
years) and 474 trials of one NSAID versus another NSAID (229296 participants, 165456 person-vears). The mai
outcomes were major vascular events (non-fatal myocardial infarction, non-fatal stroke, or vascular death); maijc
coronary events (non-fatal myocardial infarction or coronary death); stroke; mortality; heart failure; and uppe
gastrointestinal complications (perforation, obstruction, or bleed).

Interpretation The vascular risks of high-dose diclofenac, and possibly ibuprofen, are comparable to coxibs, whereas

high-dose naproxen is associated with less vascular risk than other NSAIDs. Although NSAIDs increase vascular and
pastrointestinal risks, the size of these risks can be predicted, which could help guide clinical decision making,



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

Coxib and traditional NSAID Trialist s’ (CNT) Collaboration™

Kapia anodeign yia augnon Kivouvou eYKEPAAIKOU HIE
onoiodnnote MZA®

'OAa Ta MZA® dinAagialouv Tov Kivouvo KapdIakng
avenapkelac nou xpndlel voonAeiac

Ta MZA® au&avouv Tov KivOuvo yIa €NINAOKEG Ano To
aVWTEPO YAOTPEVTEPIKO OWANVA KArta 2-4 (PpOpeG HE
TIG KO&IMNEG va EUPAVIOUV TO HIKPOTEPO PIOKO YIa
TETOIEC EMINAOKEC

2€ QuTn TN PEAETN QaiveTal OTI UMOPEl va
npoBAEPBOUV Ol TUXOV OUVENEIEG Ano kKaBe
napayovTa rnou XpnoIYONOIEITal Kal auTO WMOpEi va
(Pavel XpNaIYOo yIa T OIAXEIPION AOBEVWV HE

(PAEYHOVWON OUVOPONd
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Cochrane Database of Systematic Reviews

Non-steroidal anti-inflammatory drugs (NSAIDs) for axial

spondyloarthritis (ankylosing spondylitis and non-
radiographic axial spondyloarthritis) (Review)

Kroon FPB, van der Burg LRA, Ramiro S, Landewe RBM, Buchbinder R, Falzon L, van der Heijde D

Copyright © 2015 The Cochrane Collaboration. Published by John Wiley & 5ons, Ltd.



= Cochrane
- Library

Cochrane Database of Systematic Reviews

Non-steroidal anti-inflammatory drugs (NSAIDs) f

spondyloarthritis (ankylosing spondvylitis and non-
radiographic axial spondyloarthritis) (Rewview)

Kroon FPB, van der Burg LRA, Ramiro S, Landewé REM, Buchbinder R, Falzon L, van der Heijde D

Objectives
To determine the benefits and harms of NSAIDs in axSpA.
Search methods

We searched CENTRAL, MEDLINE and EMBASE 1o 18 June 2014

Selection criteria

Randomised controlled trials (RCTs) or quasi-RCTs of NSAIDs versus placebo or any comparator in adults with axSpA and observational
cohort studies studying the long term effect (> six months) of NSAIDs on radiopraphic progression or adverse events (AEs). The
main comparions were traditional or COX-2 NSAIDs versus placebo. The major outcomes were pain, Bath Ankylosing Spondylitis
Disease Activity Index (BASDAI), Bath Ankylosing Spondylitis Functional Index (BASFI), Bath Ankylosing Spondylitis Metrology
Index (BASMI), radiopraphic progression, number of withdrawals due to AEs and number of serious AEs



i ANOTEAEZMATA

Ano 39 RCTs

'OAa Ta MZA® rTav anoTeAEOPATIKA Kai dev unnpyav
OTATIOTIKA ONUAVTIKEG dIApOPEG HETAEU TOUG TOOO OE
aoMAAEIa 000 Kal anoTEAECUATIKOTNTA NANV TNC
IvoopEBakivng

Aev napatnpnenke &ekabapo do0CoEEapTWHEVO
anoTeAeoNa oPeEAOUC N BAaBnq

NIYEG HEAETEG DEIXVOUV HEIWAN OTO PUBHO
aKkTIVOAOYIKNG €EENIENC



* SYMIMEPAZMA

Authors' conclustons

Figh to moderate qualyevdence ncctethatboth tradnonal and COX- NSAIDsareefhcacious or s o, and modeae

olow gty etdence ndcate arms may ot e from plaebo i sheshoterm, Vartous NSAYDs e equalyeffeceve Contmuou
NSAI) s may veduce rcgraphic spnal progresion, but s requtes confrmation,
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MiniReview

The Impact of NSAID Treatment on Cardiovascular Risk -
Insight from Danish Observational Data

Anne-Marie Schjerning Olsen', Emil L. Foshol'*~ and Gunnar H. Gislason***

'Department of Cardiology, Copenhagen University Hospital Gentofte, Hellerup, Denmark, “Department of Cardiology, The Heart Centre,
Copenhagen University Hospital Rigshospitalet, Copenhagen, Denmark, *Duke Clinical Research Institute, Duke University Medical Center,
Durham, NC, USA. *Faculty of health and medical sciences, University of Copenhagen, Copenhagen, Denmark and *The National Institute of
Public Health, University of Southern Denmark, Copenhagen, Denmark

(Received 14 January 2014; Accepted 13 March 2014)
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180 ANNE-MARIE SCHIERNING OLSEN ET AL MiniReview

IBuprofen i
Cardiovascular death - |—|—I—|
Coronary death or M1 - | —a—
_ _ Fatalornondatalstroke { e
Diclofenac - |
Cardiovascular death. - |
Coronary death or ML - I e

Fatal or non-fatal stroke. -

Cardiovascular death, - |
Coronary death or MI, :
Fawmlornon-fatalstroke, 4 = F—————%—————
Celecoxily - |
Cardiovascular death; - I .
Coronary death or MI; - | | - i
Fatal or non-fatal stroke, - !

Cardiovascular death: - k =
Coronary death or MI: - = |
I
)
1

Fatal or non-fatal stroke: -

0.3 0.6 1.6 2 3 5
Odds ratio and 95% confidence limits

Fig. 1. Case crossover analysis. The estimates and surrounding error bars (representing the 95% confidence intervals) illustrate the association
between use of NSAIDs and the listed end-points for any use of the specific dmgs. (With permission from [17], fig. 3).



i SYMIMEPASMATA

= H xpnon MZA® augavel Tov Kapdiayyeiako Kivouvo
KAl Kavevag TETOIOG napayovTag Oev NpEnel va
OswpeiTal aoPaNeoTEPOC

= EKTIUNON KivOuvou Pe BAcn To IOTOPIKO TOU
aoBevoug Kal Xoprynon yia To HIKPOTEPO dUVATO
diaoTnua kabwg gival oxedov anibavo va PNopeic va
napakoAouBeiG To KapdIayyEIako NPOPIA acBevoug e
XPOVIa Xoprynon oTnv KAIVIKN Npagn akopn Kai o€
aQuTOUC MOU apxIka €ival cupBaToi JE Xpovia Xpnon
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REVIEW

Time dependent risk of gastrointestinal complications
induced by non-steroidal anti-inflammatory drug use: a
consensus statement using a meta-analytic approach

F Richy, O Bruyere, O Ethgen,V Rabenda, G Bouvenot, M Audran, G Herrero-Beaumont, A Moore,
R Eliakim, M Haim, J-Y Reginster, on behalf of the WHO Collaborating Centre for Public Health
Aspects of Osteoarticular Disorders, Liege, Belgium

Ann Rheum Dis 2004;63:7 59-76&4. doi: 10,1136/ /ard. 2003.01 5925

Mexp! onpepa Ta MXAD napapevouv n nio KaAd avayvwpiopevn atia
|aTpoyevouc naboAoyiag

YI'IO)\OYICETCII Nw¢ npOKa)\oUv 16500 eavdTouq TO £TOC OTNV AUEPIKN
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Figure 2. Point prevalence of NSAID-associated complications (interim analysis).
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MeAeTeG deixvouv nwg MZAD au&avouv Tnv Al navw and 5mmHg kal
avTaywvifovral Tn dpacn avTi-unepTacikwv onwg ol B-blockers

Aronoff e avaokonnon Tovilel TNV _EKAEKTIKA avaoTOAN VEPPIKWV
npooTayAavdivwv ano MZA® nou odnyel o€ VEPPIKN |0xcup|a

Kristensen et al £deife nwg 36.1% Twv acBevawv o XNA uno TN
eAaBav MZA® peoa ota TeAeuTaia 3 €T NIV TNV EVTAEN

NMANBwpa HEAETWY KATEDEIEE TOV UYPNAO KivOUVO KapdIayyEIaKwy,
VEPPIKWV KAl YAOTPEVTEPIKWV ENINAOKWV LE HEYAAUTEPO OE AOBEVEIG
avw TwV 65 KAl capwc I0TOPIKO TETOIAG VOOOU
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= [TANBwpa PEAETWV yIa NPOTIUNCEIC Kal
anoTEAEONATA XWPIC OUCIACTIKN onuacia

= Ta MZA® pe OpoUC TNC EOWTEPIKNC
[MaBoAoyiac dev XOpnyouvTal OCUVEXWCE

= H pikpoTEPN duvaTtn doon kai diapkela ival
NpoTIUNTEQ




i SYMIMEPASMA

= H kaBnuepiv KAIVIKN NPAKTIKN, N AOKNON
IaTPIKNG UEOA OE VOOOKOMEIO KAl OE EMNEIYOVTA
naboAoyIkou Kal yaoTpeEVTEPOAOYIKOU OONYEi
OTO OUMMNEPACNa Nwc N xpnon MZA® npenel

va €ival NEPIOPICHEVN
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