:  Elite Hotel |
Kadapdra

17:00-18:00 ErKAIPH MNMAPATNOMIH, AIATNQXH KAI OEPATIEIA
AZOENQN ME MNMPQIMH ®AEFMONQAH APOPITIAA:
MOIO TO NPAIrMATIKO O®EAOZL;

Pevpatoetdnc apOpitida

Avtwvng DavoupLakng
KAwvik Peupatoloyiag, MN'evikdo Noookopeio « AokAnTileio» BouAag

, FENIKO NOZOKOMEIO W)
KoAapdra, 01/06/2019 AZKAHIIEIO BOYAAZ /
a




OL ooTtikEG SLaBpwaoelg otn PA pnopei va epdavictolv vwpic
otn SLapKeLa TG vVOGOU

» 70% 000eVWV LE PA = 0OTIKEC SLABPWOELC OTA 3 £TN).

» 25% 000svwv pe PA: SLaPpwoelc otouc mpwtouc 3 prvec!!!

» U/S kot MRI: Mpwipotepn avelpeon SLoBpwoswv, OKOUN KOL OTLG TIPWTEC

eBdopadec

|A ] Progressive variations in rheumatoid arthritis (RA) radiologic findings [ B ] Terminal RA radiologic findings

Early RA Moderate RA Severe RA TerminalRA B

Radiologic findings ) Joint space narrowing ) Bone erosion :) > Subluxation ) Ankylosis Subluxation and mutilating changes

Nell VPK, et al. Rheumatology 2004;43:906—914; Aletaha D & Smolen JS. JAMA 2018; 320(13):1360-72
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2016 update of EULAR recommendations for RA

1. Therapy with DMARDs should be started as soon as the diagnosis of RA is

made

“It implies:

(i) the necessity to establish a diagnosis as early as possible, as has been reflected

also in the 2010 ACR-EULAR classification criteria and

(ii) The advantage of early initiation of DMARD treatment (‘as soon as possible’),

which enables prevention of damage in a large proportion of patients.”

Smolen JS, et al. Ann Rheum Dis 2017;76:960-977
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1. Therapy with DMARDs should be started as soon as the diagnosis of RA is
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“It implies:

(i) the necessity to establish a diagnosis as early as possible, as has been reflected

also in the 2010 ACR-EULAR classification criteria and
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_ | Mpwiun Aidyvwon Néa kpithpia Katartagng
Two requirements: EULAR-ACR

(1) Patient with at least one joint with definite clinical , ,
synovitis (swelling) ZKop

(2) Synovitis is not better explained by “another
disease”

1 yeydAn dpBpwon

2-10 peydAeg apBpwoeig

1-3 pIKpEG apBpwoElg

- 4-10 pikpég apBpwoelg

U1 [ESEENSE = | O

> 10 apBpwoceig (2 1 pikpr apbpwon)

RF ka1 anti-CCP = (-) 0
RF R anti-CCP = (+) (< 3x ULN) 2
RF R} anti-CCP = (++) (> 3x ULN) 3

TKE ka1 CRP = K.¢. 0
TKE 4 CRP=1 1

>6/10 < 6 £BSopaGdeg 0
- Ann Bheum Ois 2010;69:1580-1588. > 6 £fdopadeg 1
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Ta kprtrpptat ACR/EULAR 2010 ta€lvopoUv MeEPLOCOTEPOUC
aoBeveic pe oAU rpwipn apBpitida (<12 efdouadec),
ETUTPETOVTOC TNV EYKaLlpn «SLayvwon» Tn¢ vooou

265 a0Beveic pe apBpitida <3 puRvec

EvawoOnoia kat eldikotnta

Analyses for criteria when applied at baseline

DMARD use Methotrexate use
2010 Criteria 1987 Criteria 2010 Criteria 1987 Criteria
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Time to classification as RA (months from baseline)

Sensitivity (%) 62 38 68 42
Specificity (%) 78 93 72 88
Positive predictive value (%) 75 85 57 66
Negative predictive value (%) 66 59 81 73
Positive likelihood ratio 2.81 5.44 2.44 3.50
Negative likelihood ratio 0.49 0.67 0.44 0.65

Cader MZ, et al. Ann Rheum Dis 2011;70:949-
955:; Radner H, et al. Ann Rheum Dis
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made

“It implies:

(ii) The advantage of early initiation of DMARD treatment (‘as soon as possible’),

which enables prevention of damage in a large proportion of patients.”
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. . . . RHEUMATOLOGY
TL akpBWC oNUALVEL «TPWLUN SLAYVWOoN Kot torin
itoria

Oepancio»; Noco vwpic amo tnv Evapén Twv
R . Rheumatoid arthritis: what do we mean by early?
GU I‘lntw I‘latwvl The need for algorithms to help with management in primary care

» ETepoyEVELO OTOV OPLOKO OTLC KALVIKEC LEAETEC avaPOPLKA LLE
NV €vapén TwV CUUNMTWHATWV:
v’ 12-24 pAveg : 1990s
v' 6-12 PAVEC OTLC TIEPLOCOTEPEC IPOODATEC LEAETEC

v 12 eBSOUASEC | ) very early arthritis!!!

H aéio twv KAwikwv Mpwipng ApBpitidac (Leeds, Leiden, ESPOIR...)

Raza K & Mallen CD. Rheumatology 2013;52:411-412; Raza K & Filer A. Ann Rheum Dis. 2015;74:793-4



Ta od£An and tnv £ykailpn Evapén Oepamneiac otnv npwipn PA

Figure 1. Patient disposition over time, by strategy.
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~ — DA
- Remission
= _ -—- Drug-free remission
5 . -— Dropped out or missing
"
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Markusse IM, et al. Ann Intern Med 2016;164:523-531.
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Mottonen T, et al. Arthritis Rheum 2002;46:894—8




Ta op£An and tnv Eykaipn Evopén Oepamneiac otnv mpwipn PA

KAwwn Npwipng ApBpitidag Leiden BLévvn
v' 206 aoBeveic v Case-Control peAétn
» Early DMARD (n=97). Apeon évapén > VERA (n=20): DMARD &vT6¢ 3
DMARD MNVWV
» Late DMARD (n=109): '/Evapg¢n YeTA Q11O » LERA (n=20): DMARD ¢gvT10g 12
5 UNVES Kkal atroTu)ia o€ NSAIDs MNVWV
12 — 2 ) x
O Delayed treatment 8. o acivty e *
8 ol ¢ Early treatment e 5 §
& 4 AlaBpwoELg /,,/ﬂ'/ 5 pzm N N
_JC:) e ol o 4 Modrate activity * B —
g 61— D////’ e () — o 20 /
E 4l / ) 3 B T
o / e 104
{% 2 - /;gf" O--‘—_ 24 1 Loﬁac’rfvixy - /T
7 - ]
0 | | I | ! & @ 75 % %
0 12 24 36 48 o, . . . .
Time (months) Months after DMARD initiation % = % %

%
,)@
Months after DMARD initiation

Van Aken J, et al. Ann Rheum Dis 2004;63:274-279; Nell VPK, et al. Rheumatology 2004;43:906-914



Ta od£An and tnv £ykailpn Evapén Oepamneiac otnv npwipn PA
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KAwwn Npwipng ApBpitidag Leiden

v' 1674 aobeveic

v" PA Ko ZTtA eixav tn peyaAltepn kobuotépnon (18
eBdopadeq)

v' PA: 69% twv 0.00svwv ektipuidnkayv o > 12 eBESOUASEC
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Time after first assessment (yrs)

MBavatnta Odeong

Van der Linden MPM, et al. Arthritis Rheum 2010;62(12):3537-46



Ta od£An and tnv £ykailpn Evapén Oepamneiac otnv npwipn PA

Swiss clinical quality
management in RA (SCQM-
RA)

~65 % RF(+)

» Early DMARD: 'Evapgn
ev1og 12 puivwy (diapeon 6
HAVEQ)

» Late DMARD: 'Evapgn peta
10 1° £10G (D1GpEON 2.5 €1n)

Progression of radiographic joint damage
since symptom onset

ERO score, %

=i EARLY DMARD (n=368)

wefee LATE DMARD (n=602)

Difference in rates of progression, P<0.001

1 2 3 4 5

Years since symptom start

AlaBpwoelg

Kyburz D, et al. Rheumatology 2011;50:1106-10.



Ta od£An and tnv £ykailpn Evapén Oepamneiac otnv npwipn PA

PA npoodatng Evapénc — Kepmek,

Kovadacg ApOpPOTAQLOTLKEG

11333 aoBeveic - 65.4 £tn

0.95

Awdpeoo follow-up 4.6 €t

0.20
1

g
608 apOpOomMAACTLKEG E i
& o
5 —— 1) Metho_only
@ § ——— 2} DMARDs_only
JUCXETLON TIPWLKNG XPNONG —— ) Metho DMARDs
pr‘-. —— 4} Mone

DMARD (evtoc¢ 12 unvwv) ue

070

anv Kn ap 9 P OT[)\CXO' TLKI‘,] G 500 1000 1500 2000 2500 3000 3500

Time in days starting from the second year of follow—up

Moura CS et al. Arthritis Res Ther 2015;17:197



Ta od£An and tnv £ykailpn Evapén Oepamneiac otnv npwipn PA

Kooptég Leiden kot ESPOIR
v' 738 (Leiden) + 533 (ESPOIR)
aoBeveic

v’ JuoxEtion SLAPKELOC
CUUTTTWHATWY UE KEUUOVN
apBpitidoac»

v Ynapyet nopadupo
Eykatlpnc Jeparmneiac;

v Metd tic 15-20 edopaddeg,
nBavov «to mapabupo va
KAElVEL»
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Hazard Ratio

o
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0.8

Sensitivity
0.6

0.2 0.4
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()]
I
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Duration of symptoms (weeks)

Symptoms duration = 14.86 weeks
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1 - Specificity
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Symptoms duration = 19.14
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MBavotnta Udeong xwpis pappaka (DMARD-free remission)

van Nies JAB, et al. Ann Rheum Dis 2015;74:806—812.



To nopaBupo eukatpiag TwV MPWIWYV 3 UNVWV

» OLmpwrtol 3-4 pAVeC amo TNV Evapén TwV OUUMTWUATWY TOU

aoBevouc amoteAoUv taBodpucLoAoyLKA EEXWPLOTH OVTOTNTA OTNV
PA.

InfMammation
= = = - Function

Severity

» MapguPaon otn paon auTA:

, , , , ' Windaw of Oppartunity Time
v' AN\ayr otn puoLKA Lotopia vooou

Intervention

v' KaAUtepn KAWIKN KOL AKTWVOAOYLKH amdKpLon oTnv aywyn

v' Avaotpodn) e€EAENG vooou???

Raza K & Mallen CD. Rheumatology 2013;52:411-412; Raza K & Filer A. Ann Rheum Dis. 2015;74:793-4



H koopti Mpwipung ApBpitidac (2005-2015)

2KOTOG LEAETNG — EpEuVNTIKA EpwTAMOT
Avixveuvon aoBevwv pe apBpitda npoodatng evapéng (< 12 pAveg) —
TEN/EI

JUOTNUATIKA TTopatkoAovOnor) Touc o€ 8LKO El ava TaKTA XpOoVLKA
Slaothpota

Kataypadrn evepyotntac/Aettovpyikotntog (DAS28/HAQ)

Kataypadn Bepameutikwyv aAlaywv

MpoyvwoTtikol mapayovteg (predictors) Suopevwy ekBacswv og aoBeveic
LE pwiun PA




Total number of patients Lost to follow-up:
referred: 559 '

| Patients followed

v

Pon acBevwv

Excluded: 212

UA: 102
165 . |RrRAS7
No inflammatory [ PSAIS |
arthritis: 29
SLE: 1
Other: 18 |

in EA clinic: 347

AR

| RA

UA

AS/SpA PsA ReA
206 | 77 13 10 7
Received = 1
sDMARD
RA: Rheumatoid arthritis
OA: Osteoarthritis
Y Y UA: Undifferentiated arthritis
RA UA SSc: Systemic sclerosis
188 | 63

Other diagnoses
(PMR, SLE/UCTD, OA, other)

m

AS/SpA: Ankylosing spondylitis/Spondylarthritis
ReA: Reactive arthritis

PMR: Polymyalgia rheumatica

PsA: Psoriatic arthritis

Fanouriakis A, et al. Clin Exp Rheumatol 2018;36(5):806-813.



MpoyvwoTtikoi mapayovtec Suopevouc EKBaong o€
acOeveic pE MPpWLKUN pEVHATOELON apOpitida

Table III. Association of parameters at baseline and early during the course of the disease with DAS28>5.1, HAQ=>1 at 24 months, and
subsequent initiation of a biologic agent in early rheumatoid arthritis.

Variable DAS28 =5.1 at 2 years HAQ =1 at 2 years Start of biologic DMARD
Crude OR Adjusted OR. Crude OR Adjusted OR Crude OR Adjusted OR
(95% CI) (95% CI) (95% CI) (95% CI) (95% CI) (95% CI)

Duration of symptoms 1.00 (1.00-1.01) 1.06 (1.00-1.01) 1.00 (1.00-1.01) 1.00 (1.00-1.01) 1.00 (1.00-1.01)

(weeks)

Baseline DAS28 2.13 (1.18-3.86) 1.19 (0.82-1.72) 1.30 (0.95-1.76)

Baseline HAQ 485 (1.31-1799) 2.85 (0.69-11.76) 11.27 (3.24-39.18) 12.63 (2.67-59.78) 2.25 (1.09-4.65) 2.12 (0.77-5.80)

Baseline CRP 0.66 (0.29-1.52) 0.67 (0.37-1.21) 0.78 (0.55-1.11)

Baseline ESR 0.99 (0.97-1.02) 0.98 (0.95-1.01) 0.98 (0.95-1.00) 0.95 (0.90-0.99)

RF (+) 3.33 (0.67-16.47) 1.21 (0.22-6.57) 245 (0.84-7.10) 3.71 (0.70-19.82)

Anti-CCP (+) 0.87 (0.16-4.61) 0.25 (0.03-2.08) 1.85 (0.65-5.23)

DAS?28 at 3 months 241 (1.23-4.74) 2.62 (1.20-5.72) 2.26 (1.33-3.82) 2.31 (1.14-4.71) 2.10 (141-3.13) 2.22 (1.36-3.62)

HAQ at 3 months 3.72 (1.15-11.97) 3.90 (1.45-1049) 1.95 (1.01-3.78)

To HAQ oto baseline kat to DAS28 otouc 3 unveg mpoPAenouv «duopevn €kBaon»
(suboptimal disease outcomes) ota 2 £tn

Fanouriakis A, et al. Clin Exp Rheumatol 2018;36(5):806-813.



Ano tnv mpwiun PA otnv ntpokAtvikn PA

PRAIRI study o L,
81 dtopa, RF kat ACPA (+) L=
Xwpic apBpitida

1000 mg RTX vs. PBO, 1:1
Méoo follow-up 29 pAveg

)

Arthritis-free survival (%
|
|

30/81 aventuéav PA (37%)

xxxxxxxxxxx

To rituximab kaBuotépnoe tnv epdavion PA katd 12 LRVEC, WOTOGO 0TO GUVOAO TNG
napakoAolOnong, mapopoLog aplOpog cuppetexoviwy epdavioce PA (40% vs. 34%)



MowkiAot Aoyol kaBuotepnpéEvng Evapénc Bepamneiag

* H kaBuotépnon tov acBevoUc (patient delay) | «/ just thought it
was normal aches and pains»
— Néoo Kalpod Ao TO MPWTO CUUTTTWHO LEXPL TNV ETILOKEYP N OF
enmayyeApatia vyeiog;
 H kaBuotépnon touv emayyeApatia vysioag (primary care
practitioner, cuviOw¢ GP)
— Noéoo Kalpod Ao TNV MPWTN EKTIHNON MEXPL TNV UTTOY LA KOL TTAPOTIOUTIA;
 H kaBuotépnon tov “cuotipatoc vysiac”

— Noéoo Kalpod Ao TN CTYUA TNC TTAPATIOUTTAC LEXPL TN PEUUOTOAOYLKN

EKTLUNON;
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«l just thought it was normal aches and pains»

Total
delay

N
0.
°
°
o o 29
’ Ih 30
* ® 31
conne 32
33
[ ] ° @ °
L . 34
W i o
Patient GP Hospital
dela dela dela
y y y a5

Quotation (patient number)

I never seen arthritis in my family. No one had it.
(Pt 3)

It’s a buda [old man] disease. (Pt 2)

| used to think, gosh | am not old to have problems.
(Pt 4)

| used to think it's an old person’s disease. (Pt 6)

| had never heard of this disease [arthritis] in my life.
(Pt 7)

You see when you have chest pain you
automatically think either indigestion or heart and
you go quickly to the GPs. People have fear of
heart attacks or cancer. With the joints you tend to
put explanation. If they ache you automatically
think that you are either tired or done too much.
(Pt 3)

Our Asian people will not accept that something
could be wrong. They take this [joint symptoms] as
a trivial thing. (Pt 9)

Kumar K, et al. Rheumatology 2007;46:1438-1440; Kumar K, et al. Rheumatology 2010;49:1005-1012



BSR — National clinical audit for rheumatoid and early
inflammatory arthritis — 2016 annual report

6354 acbeveic — 97% Twv trusts

* NICE quality standard 1: “Patients presenting to primary care with new persistent
(>3-4 weeks) synovitis are referred to rheumatology within three working days»

v" Movo 17 % twv acBevwv (Bviko eminedo) mopanépudpdnkav tdéco ykapa (11-40%)

v Aldpeon koBuotépnon: 34 NUEPEC

v 25% twv acBevwv Tepipevay > 3 HAVEG

http://rheumatology.org.uk/resources/audits/national_ra_audit/annual_report.aspx; Ledingham JL, et al. BMJ 2016;353:i2172



BSR — National clinical audit for rheumatoid and early
inflammatory arthritis — 2016 annual report

6354 acbeveic — 97% Twv trusts
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NICE quality standard 1: “Patients presenting to primary care with new persistent
(>3-4 weeks) synovitis are referred to rheumatology within three working days»
Movo 17 % twv acBevwv (eBviko eminedo) mapanéudOnkav 1oco ykatpa (11-40%)
Awdpeon kaBuotepnon: 34 NUEPEC

25% twv acBsvwv mepipevay > 3 UAVEG

NICE quality standard 2: Patients should be examined by rheumatologist within 3
weeks of referral

ErtumA€ov kaBuotépnon HETAEL TTAPATIOUTIAG KOL EKTIMNONG

Neploocotepol pevpatoAoyor/mAnBuopo OR 1.3

KAwwkEG mpwipng apOpitidag OR 1.6 yla eKTipnon evtog 3 efdopddwv

http://rheumatology.org.uk/resources/audits/national_ra_audit/annual_report.aspx; Ledingham JL, et al. BMJ 2016;353:i2172



Delays in assessment of patients with rheumatoid

arthritis: variations across Europe Evpwnaika dedopéva 10 XwPwWV OXETIKA KE TLG OLLTLEG

Karim Raza,'?? Rebecca Stack,'? Kanta Kumar,'2 Andrew Filer, 2

Jacqueline Detert,* Hans Bastian,* Gerd R Burmester,* Prodromos Sidiropoulos,®
Eleni Kteniadaki,® Argyro Repa,® Tore Saxne,® Carl Turesson,® Herman Mann,

Jiencoky” AncaCatrna, Alatan Clatadonysou hage Honsok o KaBuoTtEPNoNG HEXPL TN PEVUATOAOYIKN EKTLUNON

Adrian Ciurea,'? Giorgio Tamborrini,'? Diego Kyburz, "2 Christopher D Buckley'-*

v' 10 kévtpo — 482 aoBeveic cUVOAKA
V' ALGPECOC XPOVOC HEXPL TN PEVUATONOYLKN eKTipnoN: 24 EBSOUAOEC
v AoBeveic mou sktipBnkov eviodc 12 eBSopddwv: 8-42%

Berlin Birmingham Q-Iarakliny Lund Prague Stockholm  Umed Vienna Warsaw Zurich
Total number of patients 50 50 42 48 50 55 50 38 50 49
Age (years) median (IQR) 44 (35-59)  55(44-69) 53 (43-62) 58 (45-68) b6 (40-60) 59 (44-68)  55(42-67) 56 (47-66) 55 (47-62) 53 (I6-62)
Gender (female), n (%) 35 (70) 33 (66) 36 (86) 35(73) 35(70) 39 (71) 36 (72) 29 (76) 41 (82) 37 (76)
[Initial HCP n (%)
General practitioner 26 (52) 49 (98) 2(5) 46 (96) 35(70) 49 (89) 47 (94) 25 (66) 36 (72) 46 (94)
Rheumatologist Z2(4) 0 12 (29) 0 4 (8) 0 0 1(3) 7(14) 0
Internist 2(4) 0 9(21) 0 11{2) 3(5) 0 1{3) 3(6) 11{2)
Company health service 0 0 0 0 0 11(2) 316) 0 0 0
Orthopaedic surgeon 13 (26) 0 19 (45) 0 9(18) 1(2) 0 8(21) 2 (4) 11(2)
Emergency department 5010 1(2) 0 0 0 0 0 1(3) 0 0
Neurologist 0 0 0 0 0 0 0 0 112) 0
Mot recorded/other 2(4] 0 0 2(4) 1(2) 1(2) 0 2(5) 1(2) 11(2)
Level of delay (weeks) median (IQR)
Delay 1 2(1-8) 12 (3-64)* 22 (8-72) 8 (4-8) 8(2-12) 4 (2-8) 8(2-17) 2(1-10) 4 (1-8) 8 (4-13)
Delay 2* 2(1-4) (=11 12 (6-63) 2(1-2) <1(<1-2) 1{<=1-2) 1{=1-2}) <=1{=1-1)* 2(1-8) 1{1-2)
Delay 3* 10 (3-23) 2 (1-5)* 3 (=1-4) 8(4-12) 10 (3-52) 2(1-8) 8 (2-20) 8 (2-26) 12 (2-48) 8 (4-15)
Delay 4 11 (4-14) 4 (2-6) 4(=1-8) 3(2-4) 4 (2-8) 3 (2-4) 4 (2-5) 1{1-2} 4 (1-8) 2(1-3
Total delay (weeks) 27 (19-43)  21(13-63)" 38(16-192) 22(15-32) 25 (12-77)  16(9-27) 25 (14-53) 16 (7-65)* 35(14-74})  20(13-36})
median (IQR)*
Patients seen <12 weeks 5(10) 9(19) B(14) 4(8) 14 (28) 23 (42) T(14) 14 (38) 11(22) 11(22)

after symptom onset, n (%)

Raza K, et al. Ann Rheum Dis 2011;70:1822-1¢
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CStiffness awelling (Squeezing
Early morning joint  Persistent swelling Squeezing the joints

stiffness lasting over  of one joint or more, s painful in
30 minutes especially hand joints  inflammatory arthritis
{

. S NFQS
BSRE V' o~ MNotional Rheumatoid

e vttt N Arthritis Society
This could be inflammatory arthritis
See your doctor now!

Delay can cause long term disability

For more information, see www.nras.org.uk



