OepATTEUTIKOI OAYOpPIOUOL:
EPEUVNTIKO N/Kal KAIVIKO EpYOAEiIO
oTNV ATTO@OC YIO TNV EVApPEn TWV
BioAOYIKWYV BepaTTEIWV;

IQANNHZ AAE=ZIOY

NMAN/KH PEYMATOAOI'IKH KAINIKH
N.I".N.AAPIZAZ




«Rheuma» OEPAIIEIEX

c M2ZAD

* KopTIKOEION

 KAaooika DMARDSs

— MTX, CsA, SSZ, HCL, LFA, AZA, MMF
— Gold I.m, A — mTevikiANAauivn, CyS

* Biohoyikd DMARDs

— Anti-TNF, aAAol1 BioAoyIKoi TTapAYOVTEC




BioAoyikd DMARDS

O1 révre avTi-TNFs

1. Infliximab “\\ //” ?ﬁ?é’?% g ma\\\\ //

2. Etanercept ® - "IN T

3. Adalimumab o n h

4. Certolizumab
pegol @,,’/ \\\\“//

5. Golimumab RN i

» Abatacept

 Rituximab
 Tocilizumab
« Anakinra




Biologic OEPAIIEIA

« XpNon apXIKa o€ «apOpiTIdEC
— Me £voeien (SPC tou pappakou): .X RA

— Mg atmrotéAeopua: 11.x abatacept oe PSA
(BeTIKO), anakinra o RA (apvnTiKO)

» ETTEKTOON O€ TTOAANEC PEUPATIKEC VOOOUC
— Me evdeien: rituximab oe Wegener (FDA)

— Me atroteAeoua




ANl OPIOMOI ©OEPATNEIAZ- INari;

* NEa pappoKka pE idIoUC/DIaPOPETIKOUG
TPOTTOUC OPACNC/TTPWTEIVEC OTOXOUC

* Neotepa 0eOOUEVA XPNOIMOTTOIOUUEVWV
POAPUAKWV

* ApAOoEIC 0€ eCWAPOPIKEC EKONAWOEIC

» XpNOn KOPTIKOEIOWYV Kal GAAWYV

* 2TOXOI BepaTreiag




ANl OPIOMOI ©OEPATNEIAZ- INari;

o Tpotrol/TTpwWTOKOAAO TTOPaKOAOUBNONC/
KATAYPAPNC ATTOTEAETUATWY

* NEa atrelkovIioTIKA dedouEVa (UTTEPNXOI)
* NEa dlayvwaTIKA KPITHPIX

* AIQQOPETIKEC BEPATTEUTIKEC TTPOCEYYI-
OEIC METACU PEUMATOAOYWYV

* Qappako-oIKoVOUIKO TTEPIBAAAOV




DapuaKO-0IKOVOUIKO TTEPIBAAAOV

* ApvnTikn Aiota (Mdaiog 2011)
o OEPATTEUTIKA TTPWTOKOAAD
— 19 BepatreuTiKa TTEdIA

— Avo TTnyéc (EPE — EOD)
e 2UoTtaon EOMNYY
* HAEKTPOVIKN ouvTtayoypapnon — OPAaTIKI) ouaia
* AANQYEC VOUWV — NETAPOPEC APUODIOTITWV
o «OeTIKN AioTa» - rebate




«KateuBuvtnplec Odnyiec»

Recommendations can be considered
as advice for performing the task/
action, when applicable, as a marker

of quality




ASAS-cUCTACEIC VIO TNV BepaTreia
TNC AS pe anti-TNFa

Correct Diagnosis of AS
(;usually* mod. New York Criteria)

Predominant axial  at least 2 NSAIDs over 3 months

manifestations ; Predominant
» 2-3 g sulfasalazine over 4 months peripheral

manifestations

* local steroid injections if indicated

High disease activity: BASDAI 2 4

plus

Positive expert opinion based on parameters such as:
* Positive CRP/ESR

* Positive MRI
* Radiological Progression
* Clinical examination

Braun J et al. Ann Rheum Dis 2006:65:316—-20




[101e TTPETTEI N BeparTreia pe anti-TNFa va
ouvexicetal/oTaparad oe AS aoBeveic

Improvement should be seen
in the first 6-12 weeks of treatment

1

BASDAI improvement 2 50%
or
BASDAI improvement 2 2 (0-10)

Positive
expert opinion

Braun J et al. Ann Rheum Dis 2006:65:316—-20



2010 Update Twv ASAS/EULAR cuoTacewyv
via TnV Bgpatreia Tng AS

5. Non-steroidal anti-inflammatory drugs
» NSAID, including Coxibs, are recommended as first-line drug treatment for AS patients with pain and stiffness.
» Continuous treatment with NSAID is preferred for patients with persistently active, symptomatic disease.
» Cardiovascular, gastrointestinal and renal risks should be taken into account when prescribing NSAID.

b. Analgesics
» Analgesics, such as paracetamol and opioid (like) drugs, might be considered for residual pain after previously recommended treatments have

failed, are contraindicated, and/or poorly tolerated.

1. Glucocorticoids
» Corticosteroid injections directed to the local site of musculoskeletal inflammation may be considered.
» The use of systemic glucocorticoids for axial disease is not supported by evidence.

8. Disease-modifying antirheumatic drugs
» There is no evidence for the efficacy of DMARD, including suffasalazine and methotrexate, for the treatment of axial disease.
» Sulfasalazine may be considered in patients with peripheral arthritis.

9. Anti-TNF therapy
Anti-TNF therapy should be given to patients with persistently high disease activity despite conventional treatments according to the ASAS

recommendations.

There is no evidence to support the obligatory use of DMARD before or concomitant with anti-TNF therapy in patients with axial disease.

There is no evidence to support a difference in efficacy of the various TNF inhibitors on the axial and articular/entheseal disease manifestations; but
in the presence of IBD a difference in gastrointestinal efficacy needs to be taken into account.

Switching to a second TNF blocker might be beneficial especially in patients with loss of response.

There is no evidence to support the use of biological agents other than TNF inhibitors in AS.

Braun J et al. Ann Rheum Dis 2011;70:896—-904




AS: TTAAIO vs NEO

« 2006

— TTI0 CAPEiC odnyiec Beparreiac

— odnyiec ouvexionc/dlakoTrngG avTi-TNFa

— YVWHMN €10IKOU (MEIOVEKTNUA;)

— 2010

— katapynon cutoff point BASDAI 4.0

— avagpopa aAlaync Twv a-TNFs yetacu Toug




PsA — KateuBuvTnpiec odnyiec EULAR: ®aon |

Adverse prognostic factors*™

(with or without major skin
involvement)

Go directly t
phase Il (2)

\
\

)
Failure phase I: ) Achieve targel"'
go to phase ll wlthin 3-6 months

Gossec L et al. Ann Rheum Dis (2011)




PsA — KarteuBuvtnpieg Odnyie¢ EULAR: ®don |l

Phase ll

Contraindication for methotrexate

Lack of efficacy and/or
toxicity in phase |
(or adverse prognostic factors)

r

Start methotrexate (2,3)
Start leflunomide (consider appropriate dose)

or sulfasalazine (2)
(or cyclosporine A)

—~——_ —_
~ 4
- - 5 | 'I
Failure phase II: = \.~| Achieve target™ Yes L’
go to phase lll within 3-6 months : ‘ ‘

Go directly to phase Il
(6,7,8)

Gossec L et al. Ann Rheum Dis (2011)




PsA - KareuBuvtrpie¢ Odnyiec EULAR: ®aon Il

Phase lll

Arthritis with adverse
Prognostic factors** (2)

TNF-inhibitor (5)
(£ DMARD)

Lack of
efficacy and/or

4
¢ Arthritis without adverse
prognostic factors™ (2)

toxicity in phase Il (5)

Predominant axial
disease or enthesitis (6,7)

Achieve target***
within 3-6 months

Failure phase Ili:
go to phase IV

Achieve target™™
within 3-6 months

Start a second
synthetic DMARD (2):

Leflunomide,
Sulfasalazine,
MTX, or
Cyclosporine A

(or combination therapy)

Continue

Gossec L et al. Ann Rheum Dis (2011)




PsA—-Kareubuvmpiec Odnyiec EULAR: daon IV

Phase IV

Lack of
efficacy and/or
toxicity in phase Il

Change the biological treatment:

Switch to second TNF-blocking
drug (£ DMARD) (9)

Achieve target*** ‘ Continue
within 3-6 months

Gossec L et al. Ann Rheum Dis (2011)




GRAPPA odnyieg OepaTtreiag yia PsA

Peripheral
Arthritis

|

Skin and
Nail Disease

'

Axial
Disease

:

Dactylitis

'

Enthesitis

'

Therapy
‘NSAID

*|A Steroids
‘DMARD
(MTX, CsA,
SSZ, LEF)
*Biologicals
(Anti-TNF)

Therapy
*Topicals
PUVA/UVB
*Systemics
(MTX, CsA)
*Biologicals
(Anti-TNF)

Therapy
*NSAID

*Physiother.

*Biologicals
(Anti-TNF)

F

Therapy
NSAID

-Steroid
Injections
*Biologicals
(Anti-TNF)

Therapy
*NSAID

«Steroid
Injections
*Biologicals
(Anti-TNF)

Reassess Response to Therapy and Toxicity

Kavanaugh A et al. J Rheumatol 2006;33:1417-21




[TAAIO vs NEO

« 2006

— OXI BDEPATTEUTIKEC OTPATNYIKEC — OTOXO!
— QUOKOAIO oTNV €pappoyn

* 2uoTaoelc 2010

— TTIO0 OUYKPOTNMEVEC — TTIO EQAPMPOCIUEC
— OXI AvVa@POPa O€ TOTTIKEC BEPATTEIEC

— OouxVva PacilovTal o€ YVWHEC EIOIKWV




RA — KateuBuvTtnpieg odnyiec EULAR

AcOevig pe PA

PA ue DMARDSs

(MovoBepaTtreia/cuvduaopoi)
+

Mpedvi{oAOVN (<7.5 mg/ny)

EMIBAPUVTIKOUG
TTPOYVWOTIKOUG

OcikTeg
(RF, anti-CCP,
CRP, SJC,

Erosions) Anti-TNFa + DMARD

Adalimumab
Certolizumab pegol
Etanercept
Golimumab
Infliximab

TpoTtrotroino
52 01I:Ir§/" ‘en AAAayn anti-TNFa AAAayn BioAoyiKoU TTapdyovTa

ouxvoTnTag Trapayovra

XOPAYNONS (switching)

anti-TNFa
(Infliximab)

Rituximab W Abatacept j Tocilizumab

Smolen J et al, Ann Rheum Dis 2010; Vol 69:964-975

+ DMARD + DMARD + DMARD



AlaoTACEIC TTOIOTNTAC 00ONYIWV

ZKOTrog AVAPEPETAl OTN CUVOAIKNA £TTIOIWEN TWV 0dNYIWYV, OTIG EIOIKEC
EPWTNOEIC UYEiag, Kal aTov TTANBUOUOG OTOXO

EIJ'lTAOKr’] TmTPOO0 WITWV ETTIKEVTPWVETAI OTO KATA TG00 O

odnyieg avaTrTuxonkav atd Ta «CWOTA» TTPOCWTTA KAl TTAPICTOUV TIG ATTOYEIG
TWV XPNOTWV TOUG

ZTﬁpaéTan £§é)\l§r|g OXeTICETAl PE TNV SIadikaoia GUAOYAC

Kal ouvBeong Twv OeOOUEVWY, TIC HEBOOOUC OXNUATOTTOINONG TWV 0dNYIWY, Kal
TV Avavewaon TOUg

Ka@apoTnTa TTAPOUCIACNG (yAiooa, dopr, kai pppa)

E(pap|.l00'| MOTNTA avagéperal oe ppaypoug kar SieukoAuvoeig
oTNV UAOTTOINGN, OTPATNYIKES BEATIWONG AQWNC, Kal TINYES EUTTAOKNG TNG
EQAPMOYNG TWV 00NYIWV

AveEapTnoia opadag ETTECEPYATINAG




[TOIOTHTA: Nedio 1

* QI yevIKOi OTOXOI TV 0dNYIWV £XOUV TTEPIYPAPEI AKPIBWCS

* QI epWTAOCEIC uyEiag TTou KaAUTITOVTAI ATTO TNV 0dnyia
EXOUV TTEPIYPAPEI aKPIBWC

e O 1TANBUoPOC (aoBeveic, KoIVO, KATT.) OTOV OTTOiO 01 00N-
YiEC TTPOKEITAI VA EQAPPOOTOUV, EXEI TTEPIYPAPEI AKPIBWGS

— RA, PsSA = véa kpitnpia

— AS — N.YOpknc kpitrpia (1994)




[TOIOTHTA: Nedio 2

H opada e¢EAIENG Twv odNYIWV TTEPIAAPPBAVEI TTPOCWTTA
ATTO OAEC TIC OXETICOMEVEC ETTAYYEAUATIKEC OUADEG

O1 atroWeIg Kal TTPOTINACEIC TOU TTANBUCHOU OTOXOU
(aoBeveic, KoIvo, KATT.) EKppacTnKAV

O1 XpNOTEC TWV 0ONYIWV EXOUV TTEPIYPAPEI KaBapda

2UOTNMATIKEC HEBODOI XpNOIYOTTOINONKaV yia TNV £EPEUVA
OEOOUEVWV

Ta kpITApla €TIAOYNG TV OEQOUEVWV EXOUV TTEPIYPAPEI
H 10xU Kal ol TTEPIOPICHOI TWV OEOONEVWYV EXOUV TTEQIYPAPEI

— RA, PsSA, AS = val og 6Aa




[TOIOTHTA: l'edio 3

O1 yEBodOI oXNUATOTTOINONG TWV 0ONYIWV £XOUV
TTEPIYPAPEI KaBapad

BeATiwon uyeiag, TTAPEVEPYEIEC KAl PIOKO €XOUV OAQ
AN@OEi UTTOWN OTN OXNUATOTTOINON TWV 0ONYIWV
YTTapXel ca@nc ouvoean odnyIwyv Kal 0EOONEVWYV
TTOU TIG uTTOoOTNPIOUV

[TapExeTal dladikaaia avaveEwang Twv odnyIwv

>»RA, PsA, AS = val og OAa




[TOIOTHTA: I'ledio 4

« Q1 00nyiec ival cageic Kal Xwpic ap@iBoAicc
— RA = vai

— PSA, AS = 00Aa@EIEG OE CUCTACEIG

o AIQQOPETIKEC BEPATTEUTIKEC TTPOCEYYIOEIC | BEpATO
UyEiag TTapouaialovTal EUKPIVWG

« QI KUpIEG 0ONYiEC €ival EUKOAQ avayvVwPIOIUES




[TOIOTHTA: ledio 5

« O100nyiec avapépouv dIEUKOAUVOEIC/ppayuoUuc OTNV EQapuoyn

* O100nyiec TTapEXouV oUPPBOUAEC/epyaAEia yIa TO TTWS MTTOPOUV Va
XpPNoliyoTroinBouyv TNV TTPAKTIKNA

« O1 mOavEC EUTTAOKEC TTNYNC £QAPUOYAS 0dNYIWY £Xouv AngOEi
uTToYn

» O100nyie¢ Tapoucialouv KpITApIa TTapakoAouBnong/eAéyxou

— RA: DAS, SDAI, CDAI - AS: BASDAI

— PSA: oxX1 avTioToIXa EPYOAEI
— RA: 21eVv0G £AeyX0G. PSA, AS: avaAoya




MepiKa €TTITTAEOV ONUEIQ...

e H eutrAokn Twv acBevwy gival ouoiwdng yia TNV
ETTITUXN EPAPUOYI TWV VEWV OTPATNYIKWY (OEV
gival attAa €mlupunt — atraiteitar!)

* ‘EkBaon - amravinon acBevwy (QoL kai BEpaTa
TTAPAYWYIKOTNTAC) £YIVAV TTOAU CNUAVTIKA

* O xpoOvog Pe Tov aoBev — VEEC TTPOCEYYIOEIC
(suffering, self-positioning towards the disease)
TTaiouv onNUAVTIKO POAO




MepiKa eTTITTAEOV ONUEIQ...

* H avayvwplion kai Bgpartreia Tpwiung/
TTOAU TTPWIKNG VOOOU €ival onUavTIKA!

« AtTaiteital otev TTapakoAouBnon (UeEpPI-
KWV) ao0evwy, e OUVOETEC NETPNOEIC
Kal aAAayn Bepartreiac (oTav xpeialerai)

* H avayvwpion TTapayoviwy OUCUEVOUC
TTPOYVWONCG gival BepeAiludNng




