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1" MEPIATQ2H

Avdpac acbevnc 78 eTwv

ATOULKO avauvnotiko: Mnviyylwua — EktaktoouotoAikn appuduio — KYI

NMPOZEPXETAI
Ytodlaka emdevoupevn kepoaAadyla amo pnvog (2°5/2014)
EvaloOnoia tpiywtol KepaAng — xwAoTnta LOoNTAPWY

Xwpi¢ AAAn ouvob0 cupmtwpatoloyia

ODYZIKH EZETAZH
Mn gnAadntn (AE) kpotadikn aptnpia

EPTAZTHPIAKOZ EAEMXOZ
Xwplig maBoAoykad evprpata / TKE(-), CRP(-)




1" MEPINTQZH — AlotyvwoTIKA TPOCEYYLON

MNowa Stayvwotiki HEBodo Ba emAEEOUE;
1. CT eykedalou

MRA eykedpalou

Bloyia kpotadikng

Triplex kapwtidwv

A

U/S kpotadikwv




The Role of Ultrasound Compared to Biopsy of HEALTH TECHNOLOGY ASSESSMENT

Temporal Arteries in the Diagnosis and Treatment VOLUME 20 1SSUE 90 NOVEMBER 2016
of Giant Cell Arteritis (TABUL): a diagnostic ISSN 1366-5278

accuracy and cost-effectiveness study @CmssMark

&click for updates

MpoorntikA MOAUKEVTPLKA LEAETN KOOPTAG
Yuppetoxn 381 aocBevwyv pe mpoodatn KAk vrtoPia kpotadlkig aptnpitidac
> Meéon nAwkia=71.1 €tn / yuvaikeg (72%)

> Ynépnyoc + Blopia péoa og 10 nuépec amod evapén Bepameiog

ANOTEAEZMATA

Bopia: Evawobnoio =39% [95% (Cl) 33% to 46%]

Ewdikotnta = 100% [95% (Cl) 97% to 100%]

Yrépnxog: EvaloBnaoia = 54% [95% (Cl) 48% to 60%]

Ewbikotnta = 81% [95% (Cl) 73% to 88%]

Lugmani R et al. Health Technology Assessment 2016




The Role of Ultrasound Compared to Biopsy of HEALTH TECHNOLOGY ASSESSMENT

Temporal Arteries in the Diagnosis and Treatment VOLUME 20 1SSUE 90 NOVEMBER 2016
of Giant Cell Arteritis (TABUL): a diagnostic ISSN 1366-5278

accuracy and cost-effectiveness study @CmssMark

&click for updates

ZUVOUOOMAC KALVIKAG uTtoPiag Kat SLayvwoTKwV HECWV

Bioyia: EuvaloBnoio =91%

Elbkotnta = 81%

Ynépnxog: EuvaioBnaoio = 93%

ElWbwkotnta = 77%

* Interobserver variability - toxUel kat yla ta U0 SLayvwoTKA pEoa

* Ynépnxog o€ OAa ta Uorta + Bloyia povo otal apvnTIKA TTEPLOTATIKA:
T evawoBnoiag U/S = 65% / I avaykn Bloyilag kata 44%

Lugmani R et al. Health Technology Assessment 2016




1" NEPINTQZH — Awdyvwon

BIOWIA

Aptnplakog KAadoc pe aAlowwoelg yyavtokuttaplkng aptnpitidoacg (GCA) kot ota

ayyela Twv ayyeiwv. Zuvumapyxouv evamnoBgoelc addtwyv aofeotiov 0To €0W EAAOTIKO

neTalo (aptnpltookAnpuvon)

OEPATEIA
MeBuAnpedviloAovn 32mg/d (otadlakn peiwon) + Atpwaodovika

Metd amo 1 unva:

Enelo6610 StmAwniog




1" NEPINTQ2H — Nopeia vooou

Tuyvwpiloupe yia tn SumAwnia oe acBeveic pe GCA;

1. Epdaviletal oe moocooto >10% twv acBevwv Ue Lotopko (GCA)

H gepdavion twv Loxoputkwv patvopevwy otnv GCA:

ATIO TNV apxn HEXPL KaL 4 eBOouddec amo TNV Evapén TwvV KOPTIKOOTEPOELO WV

H npooBia Loy oLk otk vevpomnabeia— 1o ouxvr opOaAuikni mpooBoAn

AkoAouBei n amaurosis fugax kot n SumAwnia og mocooto <10%

AutAwrtia - Tapodiko cUUMTWA / Xoprynon KOPTIKOOTEPOELOWV

M TKE/CRP : MPOOTATEVUTIKOG POAOG EVOVTL TWV LOXOULULKWVY GOLVOUEVWY

Soriano A et al. Nat Rev Rheumatol. 2017




Rheumatology 2016;55:66-70

RHEUMATOLOGY vancs Accesspublcaton 18 August 205
Concise report

The fast-track ultrasound clinic for early diagnosis of
giant cell arteritis significantly reduces permanel

visual impairment: towards a more effective strategy
to improve clinical outcome in giant cell arteritis?

Andreas P. Diamantopoulos’, Glenn Haugeberg'?2, Are Lindland®
and Geirmund Myklebust’

Results. During the observation period, 75 patients were diagnosed with GCA. Among the 75 GCA
patients, 32 were evaluated conventionally and 43 in the FTC. In the conventionally approached
group, six patients suffered from permanent visual impairment, while in the FTC group only one
patient suffered from permanent visual impairment. The relative risk of permanent visual impairment in
the GCA patients examined in the FTC was 88% lower compared with the conventionally evaluated group
(relative risk 0.12, 95% CI: 0.01, 0.97, P=0.01). The mean difference in inpatient days of care between
patients evaluated conventionally and patients evaluated in the FTC was 3 days (3.6 vs 0.6 days,
P < 0.0005).

Conclusion. The implementation of the FTC in GCA care appears to significantly reduce the risk of
permanent visual impairment and is more cost effective by reducing the need for inpatient care.

Diamantopoulos AP et al. Rheumatology 2016



+ Mew onset of localized headache

* Temporal arteries abnormalities

+ Vision impairment

+  Symptoms of polymyalgia rheumatica

* Unclear signs of inflammation

* Ischemia of the upper limbs, jaw claudication

Refer to specialist within 24
hours

e History and laboratory tests review
Immediate Ultrasound Examination * Measurement of bilateral blood pressure
e Auscultation of the subclavian/ axillary/ heart region

Temporal, axillary, carotid arteries e  Shoulder/hip examination for a reduced ROM, arthritis

<~ ~~ S~

High clinical suspicion High or low clinical suspicion Low clinical suspicion
AND AND AND
Negative ultrasonography Positive ultrasonography Negative ultrasonography
Suspected LVV
P Lvv No LVV

Treat as LVV » TreatasLVV -

. «  Seek other diagnoses
Perform biopsy of the Tempaoral Artery - —
Parform MRA/CTA or PET Large vessel affection: perform MRA

or CTA to visualize the thoracic aora

Diamantopoulos AP et al. Rheumatology 2016




1" NEPINTQ2H — Oepameia

Mowa Oa Atav n KataAAnAotepn OepanevuTIKN EMLAOYR;

1. Xopnynon (iv) peBuAnpedvilohovng 1grx1/d ywa 3 nuépeg kat peta pos 1mg/kg/d
Juvbuaopoc pebBuinpedviloAovne pos 1mg/kg/d kat peBotpetatng
Juvbuaopoc peBuinpedviloAovne 1grx1/d yia 3 nUEPEC Kol KUKAOPwodapidng
Xopnynon rituximab

v W N

MovoBeparneia pe tocilizumab




Visual loss and other cranial ischaemic
complications in giant cell arteritis

Koptikootepoedn - OBepaneia ekhoyng

Aocoloyko oxnpa: pos 1mg/kg/d g 1grx1/d yia 3 nuépeg kal peta pos 1mg/kg/d

BeAtiwon ¢ ontiknA¢ ofutnTag pe P OOOELG KOPTIKOOTEPOELOWV

Mn Stadopormoinon Tou amoTEAECUATOC — AVEEAPTNTO OO TOV TPOTIO XOPRYNONG TWV
KOPTLKOOTEPOELSWV (pos 1 iv)

H dpeon évapén Beparmneiag eivatl kaBopLoTikr) TOU AMOTEAECUATOC

ZtaBepomnoinon tng ontikAg ofutTnTag LEca o€ 1-6 PEPEG (Kivouvoc e€EAENC 9-27%)

Soriano A et al. Nat Rev Rheumatol. 2017




EULAR recommendations for the management of
large vessel vasculitis

Table 5 The seven recommendations for the management of large vessel vasculitis with the level of
evidence for each statement and the median strength of recommendation as per EULAR operating procedures

Statement Level of evidence Median final vote
We recommend a thorough clinical and imaging assessment of the arterial tree whena 3 C

diagnosis of Takayasu arteritis is suspected

A temporal arterv biopsy should be performed whenever a diagnosis of giant cell 3 C

arteritis 15 suspected, but this should not delay the treatment; a contralateral biopsy Is
not routinely indicated

We recommend early initiation of high-dose glucocorticoid therapy for induction of 3 C
remission In large vessel vasculitis
We recommend that an immunosuppressive agent should be considered for use in large 1A for GCA B for GCA
vessel vasculitis as adjunctive therapy

3 for TAK C for TAK
Monitoring of therapy for large vessel vasculitis should be clinical and supported by 3 C
measurement of inflammatory markers
We recommend the use of low-dose aspirin_in_all patients with giant cell arteritis 3 C
Reconstructive surgery for Takayasu arteritis should be performed in the quiescent 3 C

phase of disease and should be undertaken at expert centres

Mukhtyar C et al. Ann Rheum Dis 2009




Characteristics

Spiera et al. 2001

Patient number: 21; Duration of study:
Approx. 12-18 months

Jover et al. 2001

Patient number: 42; Duration of study:
Approx. 24 months

Methotrexate treatment in large vessel vasculitis

Hoffman et al. 2002

Patient number: 98; Duration of study:
Approx. 18-24 months

GC treatment Initially 1mg/kg/d; Initially 60 mg/d; Initially 1mg/kg/d, max. 60 mg/d; after 4
Tapering: By the treating physician quick tapering weeks tapering by 5 mg every 4 days; after 3
according to the clinical response Relapse: Increase of GC to minimum months every other day scheme; total
Relapse: Increase of GC upon decision of amount that controlled disease duration of GC: 6 months
treating physician Relapse: Increase of GC to last effective

dosage plus 10 mg/d

MTX dose Initially 7.5 mg p.o./week; folic acid Initially 10 mg p.o./week; folic acid Initially 0.15 mg/kg/week, increased to 0.25
supplementation 1 mg daily; supplementation 5 mg/d; mg/kg/week or max. 15 mg/week within 2
Start: When GC dose reached 30mg/d Start: Simultaneously to GC weeks; folic acid supplementation 5
Relapse: Increase of MTX up to Relapse: Increase of MTX by 2.5 mg/week mg/week
20mg/week Start: Simultaneously to GC
Taper off: After remission/discontinuation Taper off: 12 months after achievement of
of GC therapy by 2.5mg/month remission by 2.5 mg/month

Results No difference in cumulative GC dose (6469 Lower % of patients with at least one No difference in % of patients with
vs. 5908mg), duration of GC treatment (68 relapse (45 vs. 84%), lower cumulative GC treatment failure (=2 distinct relapses or
vs. 60 weeks) and AEs. dose (4187 vs. 5489 mg) and shorter persistent disease activity after the first

duration of GC treatment (median 29 vs. relapse despite increased GC therapy) (at 12

94 weeks) in MTX group. No difference in months 57.5 vs. 77.3%), cumulative GC dose

AEs. (5375 vs. 5275 mg), duration of GC
treatment (5.4 vs. 5.6 months) and AEs.

Conclusion The combination of MTX and GC has no MTX is safe and more effective in The adjunctive use of MTX to control
GC-sparing effect. controlling the disease than GC therapy disease activity or GC sparing is not

alone. supported.
Limitations Low patient number; no standardised GC Low patient number; low MTX dose. Relatively rapid GC tapering scheme; FU only

treatment protocol; low initial MTX dose
and late starting time point.

for 12 months.

Spies CM et al. Clin Exp Rheumatol 2010




Adjunctive Methotrexate for Treatment of Giant Cell Arteritis

An Individual Patient Data Meta-Analysis

Meta-avaAvon 3 TUXQLOTIOLNUEVWY KALVIKWY SOKLUWVY
20volo 161 acBeveic : EAafav TEOCELC KOPTIKOOTEPOELSWV

» 84 aoBeveic — MTX (7.5-15 mg/w) MTX = { Kw80vou yia:
1" untotpon >35%
2" unotpon >51%

» 77 aoBeveic — placebo

Study (ref.) Risk of 1*' relapse Risk of 2" relapse

MTX PBO . MTX FBO o

WN)_(wN) HR(9I5 “a CI) HR (95% CI) WN)_(WN) HR (95,&.- CIy HR (95% CI)
Spieraetal. (9) 612 39 1.28 (0.32-5.15) 32 1. ———— e 1.36(0.14-13.78)
Jover et al. (8) 921 16721 =t .33 (0.15-0.76) 221 921 0,17 (0.04-0.77)
Hoffman et al. (7) 32/51 32/47 —- 0.77 (0.47-1.27) 14/51 1747 —— £.60 (0.30-1.23)
Total 47784 5177 0= 0.65 (0.44-0.98) 19/84 27777 0 0.49 (0.27-0.89)

T T .......i T T T T .....rrr|—|—|-r|-|-rrli—|-|-rrmr|—
0.1 1 10 0.01 0.1 1 10
Favors MTX Favors PBO Favors MI'X  Favors PBO

Mahr AD et al. Arthritis Rheum 2007



Adjunctive Methotrexate for Treatment of Giant Cell Arteritis

An Individual Patient Data Meta-Analysis

Meta-avaAvon 3 TUXQLOTIOLNUEVWY KALVIKWY SOKLUWVY
20volo 161 acBeveic : EAafav TEOCELC KOPTIKOOTEPOELSWV
» 84 aoBeveic — MTX (7.5-15 mg/w)

» 77 aoBeveic — placebo

3
= E’ 50 MNpooOnkn MTX:
%‘% 40 * J aBpoiotikig 660G KOPTKOOTEPOELO WV KATA
% § 3“_' » - 842 mg pExpL48n efdopada
f‘;’% 2o, S devmnes g - 1101 mg péxpL tnVv 96" efdouada
= 104 “nu-m:
YE , P=0.001
g 04 = T

=

12 24 36 48 o0 72 84 96
Weelks after randomization

Mahr AD et al. Arthritis Rheum 2007




Vasculitis

Is there a place foricyclophosphamide in the treatment of giant-cell arteritis?
A case series and systematic review

Hubert de Boysson, MD?, Jonathan Boutemy, MD?, Christian Creveuil, MDP, Yann Ollivier, MD?,
Philippe Letellier, MD, PhD?, Christian Pagnoux, MD€, Boris Bienvenu, MD, PhD**

Aebopéva amo case series Kol case reports

Xopnynon o€ coBapec neputtwoelc GCA
> MpooPBoAr) KNZ
> [MpooBoAn MEZ

> MpooBoAn peyalwv ayyeiwv

KopTlkoavOEKTIKEC TIEPUTTWOELG aoBeVWVY HE amotu)ia og mponynBeioca

OVOOOKATOOTAATLKA Oeparmeia

Yrnotponn-~ 40%

De Boysson H et al. Semin Arthritis Rheum 2013




MaBoyeveTikol punyaviopotl

Evepyoroinon devépLtikwyv KUTTApwyV, evepyoroinon & Stéyepon
T AsudOKUTTAPWV-UAKPODAYWY

Vessel lumen

Salvarani C et al. Nat Rev Rheumatol 2012




1" NEPINTQZH — Rituximab /GCA

Anti-CD20 monoclonal antibody (rituximab) as an adjunct
in the treatment of giant cell arteritis
A Bhatia, P J Ell, J C W Edwards

Clin Rheumatol (2007) 26:1597-1598
DOI 10.1007/s10067-007-0684-0

LETTER TO THE EDITOR

The first case of a patient with neutropenia and giant-cell
arteritis treated with rituximab

B. Mayrbaeurl - M. Hinterreiter - S. Burgstaller »
M. Windpessl « J. Thaler




Screen
(42 days)

Baseline (BS)
randomization

GiACTA trial

52-week double blind (part 1)

104-week open-label extension (part 2)

| TCZ 162 weekly

W

no= 100

TCZ 162 mg every 2 weeks

Patients in remission at 52 weeks

[Preduisonie

no= 750

Prednisone 26w

n =5

1 =50

"

i

Long-term followup off the study drug

Patients with disease activity or flare

Cpen-label TCZ 162 mg weekly

Primary efficacy endpoint:

sustained remission at 52 weeks

MTopei n xopnynoh Tou TCZ va peiwael Tov KivOuvo UTTOTPOTTIWYV
oTou¢ aoBeveic ye GCA?

Unizony SH et al. Int J Rheumatol 2013



Moool mapapevouv o€ Udeon otig 52 eBdopadec?

=t
=]
=

80+

B0

Patients without Flare of Giant-Cell Arteritis (36)

40+

0 —— Tocilizumab weekly (N=100) —
= Tocilizumab every other week (N-49)
= Placebo + 26-wk taper (N=50)

Placebo + 52-wk taper (N=51)
0 T T T | T | T T T T | T 1
0 4 B 12 16 20 24 28 32 36 40 44 48 52
Weeks
TCZqwk TCZq2wk PLB 26wk PLB 52wk
Steroids/g 1.8 1.8 3.3 3.8

Stone JH et al. NEJIM 2017




1" NEPINTQ2H — Oepameia

Mowa Oa Atav n KataAAnAotepn OepanevuTIKN EMLAOYR;

1. Xopnynon (iv) peBuAnpedvilohovng 1grx1/d ywa 3 nuépeg kat peta pos 1mg/kg/d
Juvbuaopoc peBuinpedvilolovne 1grx1/d yia 3 nUEPEC Kol KUKAOPwodapidng
Juvbuaopoc pebBuinpedviloAovne pos 1mg/kg/d kat peBotpefatng
Xopnynon rituximab

v W N

MovoBeparneia pe tocilizumab




2" NEPINTQZzH
o I———



2" MEPINTQ2H

Fuvaika acBevrc 70 eTwv

lotoplko Kpotadiknc Aptnpitidac amo €touc

ApxLkn Beparmeia unod npedvilohovn 50mg/d (otadtakn usiwon)
Yrniotponn vooou + évapén MTX 15mg/week

oo atoutko avouvnotiko: AY/ TOMM

NMPOZEPXETAI
Epurupeto £wcg 38,5°C amod 3nuépou — udistat pe APn avItupeTIKWY
MpoloVoa duomvola — BwpakaAyia

Moapaywylkog Brxoc — Aeukwmn anoxpepudn



2" MEPINTQ2H

ODYZIKH EZETAZH
ZwTIkA onueia: Sa0,=93% / Aowna:k.¢

Tpilovtec Baoswv apdw — Aourtr) KALVIKN EKTLUNON:K.P

ANEIKONIZTIKOZ EAENXO2
HKT:k.¢ / R6 Bwpakoc: xwplic /6 supnpata

CT Bwpakog (ventilation-perfusion scan): xwpig /0 suprpata

EPTAZTHPIAKOZ EAEMNXOZ
Hb: 11.2 g/dl, WBC: 9800, N:70%
Creat: 0.5 mg/dl, LDH:398 U/L
TKE: 130 mm/h, CRP: 160 mg/L (<bmg/L)



2" MEPINTQZH — Atadopikni dtayvwon

Mowa givat n o mbavn attia tng Svonvoiag otnv napovoca ¢aon;
1. MNvevpovikeg ekdnAwoelg tng Kpotadlkng aptnpitdac

Otela mepkapditdba

Enaywpevn and MTX niveupovitida

Mvevpovia and Pneumocystis jiroveci (PCP)

A

Mveupovikn eUPoAn




2" MEPINTQZH — Atadopikni dtayvwon

MveupovikéG ekONAwoelg kpotadkng aptnpitidag
- <10% Twv aoBevwv

- UN TIapaywyLKog Brixac Kat apeon avranokplon otn ANy n koptlovng
Imran TF & Helfgott S. Clin Exp Rheumatol 2015
Larson TS et al. Ann Intern Med 1984

Oécia Nepwkapditida

- Mn kAwika kat HKIFeupripota uniép mepikapditidag

Mveuvpovitda ané MTX

- Avtidpaon unepevaloOnoiag pe mepldeptkr) nwotvodtAia Kat mapousial TVEU LOVIKWV

SiNBnuatwy pe Brixa ocuvnOwC KN mapaywyLko
Sathi N et al. Clin Rheumatol 2012

Mvevpovikn epPoAn

- ATTELKOVLOTLKOG EAEYXOG: XwPLE T1/6 eupripata




2" MEPINTQZH — Atadopikni dtayvwon

Mowa givat n o mBavn attia tng Sonvoiag otnv napovoca ¢aon;

1. Mvevpovikeg ekbnAwoelg tng Kpotadiknc aptnpitidac

1. MBavn npooBoArn avamnveuotikol amo PCP Xwpeig AmMELKOVIOTIKA EVpHATO
2. Auvénpéva enineda LDH — cuoyetion pe PCP / mveupovikn pooBoAn

3. H aoBevnc dev éAafe mpoduAaén yia PCP




2" MEPINTQXH — Awtepevvnon

Mowa Oa Atav n KaAUTEPN SLayvwoTiKN MPOCEyyLoN;

1.

v W N

BAL (Bronchoalveolar lavage)
Imvenpoypdadpnua pe Ga 67

Afovikn topoypadia uPpnAnc eukpivetag (HRCT)
CT nveupovikn ayyeloypadia

AtoBwpakikog U/S kapdilag



2" MEPINTQXH — Awtepevvnon

IruvOnpoypadpnua pe Ga 67

- Auénuévn evatoBnota kat oxL eldikotnta / kaBuotépnon anoteAeopatwy / TKoOoTog

Aovikn topoypadia vPpnAnc eukpivelag (HRCT)
- Nepattépw Sdteukpivnon ¢ BAABNG TOU VEUOVIKOU TTAPEYXUMATOC KOl OXL TNG

rBavnc attiog

CT nveupovikn ayyeloypadia

- ExeL amokAeloBel to evdexOEVO TIVEUOVIKAC EMPOANC

AwaOwpakikog U/S kapdiag

- Ma Stepevivnon kapdlakrc SuoAsttoupylac-avemapkelag / pn cupPatr) KALWVLIKI ELKOVA




2" MEPINTQXH — Awtepevvnon

Mowa Oa Atav n KaAUTEPN SLayvwoTiKr MPOCEyyLoN;

1. BAL (Bronchoalveolar lavage)

ApxKN SlayvwaoTikn tpoogyylon - mtuela (kaAAiépyewa / PCR) (Atyotepo eneuBartikn)

- 2 non-HIV ao9¢eveic eival moAU ULKPO Kl N AVIXVEUGLUO TO ULKPOBLaKO popTio otal

TTUEA

4

BAL




2" NEPINTQZH — mpoduAaKTIKA aywyr /avoGoKATAOTOAN

MNowa Oepamneutikn napépBaon npoteivetat wg npoduAaén ywa PCP oe

OLVOOOKOTECTAANEVOUC a0OEVELC;

1. TMP-SMX

Mn kaAd UEAETNUEVEC VepATTEUTIKEC eTIAOYEC aTouc non-HIV avoookateoTaAUEVOUC aoTEVEIC
Nevtaudivn - Brixag, cuplypog
Aaovn - MNupetog, MNEZ Statapaxéc, pebBatpoodatpvatpia, EAeyxoc yo EAAewpn G6PD
Kaomodouyyivn = un anoteAeopatikotnta yia PCP

Atovaquone - B’ emilloyng

* Kadnuepwvo oxriua xopriynonc TMP-SMX — ipopuAaén évavtt kat tofonAdouwonc




3" NEPINTQZzH
o I———



3" NEPINTQ2H

Avépoac aocBevi 55 eTwv — EAeUOEPO ATOULKO QVAUVIOTLKO

NMPOZEPXETAI
Mpoilovoa duomvola and 2UVou — SEKATLKA TIUPETIKA Kivnon w¢ 37.8°C
Pwikny cupdopnon — AAyog otnv mieon mapappiviwyv KOATwY Apudw
AloBnua komwong — katafoAn

Awaxutec apOpalyieg




3" NEPINTQ2H

ODYZIKH EZETAZH
ZwTKA onueia: Sa0,=87%, 6=37.5 °C, 0dpue1c=92, avarnvoec=26/min, AM: K.¢

Akpoaon: dtayutol peyyalovtec, tpilovtec Baoswv kot atyopwvio (AP) Baonc
Noun) duoikn ekTipnon: K.¢

ANEIKONIZTIKA
RO Bwpakog: Aldxuta mveupovika dtnBnuata kot agpofpoyxoypappa (AP) Baong

EPTAZTHPIAKOZ EAEMXOZ
Hb: 8.3 g/dI, WBC: 8600, PLT: 2030000
Kpeatwivn: 1.4 mg/dl (0.8-1.3 mg/dl)
Fevikn oUpwv: MikpookoTtlkn) atpatoupia (35-40 epuBpd, >25% duopopda)




3" NEPINTQ2H

MOPEIA NOzOY

Etoaywyn oto Noookopeio — Mveupovia kowvotntag - Evapén (iv) avtiBLlotikig aywyng

Eritdbeivwon 3" nUEpa VOONAELAC

> Emitaon Suonvolag / evapén alpomntuong
> L Hb =6.2 g/dl — petayywon 2 MZE (Movaba Zvunukvwuévwyv Epudowv)

» Emitaon mveupoviKwy dtnBnuatwy

> Mowa givat n o mBavn e€Rynon yla tnv endeivwon tng duomnvoiag tov acOevoug;
1. TMveupovia tng KowotnTac
2. Avtidpoaon katd tnv pETAyyLoN
3. Kapblakni avemdpkela — amoppuduon
4. TNMvevupovikn epPfoin
5. Awayutn kupeAdIkn atpoppayia




3" MEPINTQZH — AMELKOVIOTIKA EVPALOTA




3" AEPINTQZH — Atadopikni dtayvwon

SodAEBLa avTIBLoTikn aywyn

Hatoloyia — pn cupBatn pe elkova Aolpwéng

fnuata

ETAL TNV LETAYYLON




3" AEPINTQZH — Atadopikni dtayvwon

MNowa givat n o mBavn €€Rynon yla tnv endeivwon tn¢ duomnvolag tov acBevoug;
1. TMveupovia tng KowotnTac

2. Avtidpoaon katd tnv PETAyyLoN

Aluomntuon — avatpio

ElKOVA QVOTTIVEUOTLKNG OLVETIAPKELOG — ETILOEIVWON UTto§uyovatpiog

[MOPEIA NO2OY-BPOIXO2KOlNH2H

v AlHOppaYLO OVITEPOU KOl KOTWTEPOU OLVOTIVEUGTLKOU GUGTHLOTOC




3" NEPINTQZH — AtayvwoTtikn PooEyyLlon

Me rowa pEBodo Ba SLeukpLvicoupe TNV attia TnG KUY EALSLIKNAG atpoppayiag;

1. Epyaotnplakoc éleyxoc yia deiktec pAeypovnc, ANA, dsDNA, ANCA, anti-GBM kot
anti- aCL éAeyxoC QVTIOWHATWV

Aev xpelaletal KAmolo SLoyVwOoTLKH TIPOCEYYLoN
Aleyxelpntikn Bloyia mvevpova

U/S kapdlag

A

‘EAeyxoc yia AN VapKWILKWVY OUCLWV




Pulmonary capillaritis

ANCA-associated granulomatous vasculitis
Microscopic polyangiitis

Isolated pulmonary capillaritis (ANCA positive and negative

SLE

Rheumatoid arthritis

Mixed connective tissue disorder
Scleroderma

Polymyositis

Primary antiphospholipid antibody syndrome
Henoch-Schinlein purpura

Behget Syndrome

IgA nephropathy

Goodpasture syndrome

Idiopathic glomerulonephritis (pauciimmune or immune

complex-related)
Acute lung transplant rejection

Idiopathic pulmonary fibrosis
Diphenylhydantoin

Retinoic acid toxicity

Autologous bone marrow transplantation
Myasthenia gravis

Cryoglobulinemia

Ulcerative colitis

Propylthiouracil

Bland pulmonary hemorrhage

[PH

Goodpasture syndrome

SLE

Coagulation disorders
Trimellitic anhydride
Isocyanate exposure
Penicillamine

Amiodarone

Nitrofurantoin

Mitral stenosis

Subacute bacterial endocarditis
Polyglandular antoimmune syndrome
Multiple mveloma

Diffuse alveolar damage

Bone marrow transplantation
Crack cocaine inhalation
Cytotoxic drug therapy

SLE

Radiation therapy
ARDS



3" NEPINTQZH — AtayvwoTtikn PooEyyLlon

Aleyyelpntikn Blowia veupova

- TeAeutaia emdoyn o€ nepimtwon mou n attia tng KuPeALSIKAC atpoppayiag Sev pmopel

va SLEUKPLVLOTEL pe epyaoTtnplako EAeyxo n Blodia pvog — mapappiviwv KOATTWY

U/S kapdLac

- Av urtoyLalopaote oav attia otEvwon ULITtpoeldouc n attieg mou auvEavouv TEAOSLOLOTOALKO

oyko tn¢ (AP) kolAiag / xwpic otoiyeia KapSLAKNG AVEMAPKELOC

‘EAgyyoc yia AnPn VOPKWTLKWY 0UCLWV

- Xpnon kokaivng / 6ev avapEpeTatl oTo ATOULKO QVOUVNOTIKO




3" NEPINTQZH — AtayvwoTtikn PooEyyLlon

Me rowa pEGodo Ba Steukpvicoupe TNV attia TnG KUPEALSLKAG atpoppayiog;
1. Epyaotnplakog éAeyxocg yia deiktec dAeypovric, ANA, dsDNA, ANCA, anti-GBM kaut
anti- aCL é\eyxoC avILIoOWUATWV

2. Aev xpelaletal Kamola SLayVwOoTLKI TIPOCEYYLoN

o AIC\I'\ICII‘\F\TII/F’\ Rlnlllllﬂ ﬂ\lCIllllﬁ\lﬂ

AOINOZ EPTAZTHPIAKOZ EAENX0Oz
TKE=85 mm/h, CRP=120 mg/L (<5 mg/L)
c-ANCA (+), p-ANCA(-), PR3= 42.3 u/ml (<2u/ml), MPO(-)
anti-GBM (-), ANA(-), aCL(-), ENAs(-)




3" MEPINTQZH — Atayvwon

Me Bdon ta armoteAEopaTA KOL TOU EPYacTnPLOKOU eAEyXoU, ol Bewpeital n o
mBavn dtayvwon;
1. EGPA - HwowvopAikn kokklwuatwon ue moAvayyetitidba (Churg-Strauss)
MPA - Mikpookortikn moAvayyetitida
GPA - Kokkiwuatwon ue rmoAvayyetitidba (Wegener)

JUOTNHUATIKOG epuBOnuatwdng AUKog (ZEN)

v W N

Yuvépopo Goodpasture




3" MEPINTQZH — Atayvwon

EGPA

- Aev avadeEpetal LOTOPLKO acBuatoc kot Sev SlamiotwveTtal mepldepLki nwovodia
- Iiavia eltkova KuPpeAdikng atpoppayiag / Nedpikn npooBoAn~ 25% Twv MEPUITTWOEWV

- Juoxetion pe p-ANCA (MPO) 50%

MPA
- Aev cuoxetiletal e TIPOGBOAN OVWTEPOU AVATIVEUOTIKOU cuoTtApatog (pvitida,

TIOPOPPLVOKOATILTLOOL)
- JuoXeton pe p-ANCA (MPO) 70%

YEA / ZUvbpouo Goodpasture

- Mn cupfatn KAWLk eikova / ApvnTikd avocoAoyLko ipodiA




3" NEPINTQZH — Ogpaneia

MNowa Oeparmeutiki emAoyn givat n o KatdAAnAn ywa enaywyn Upeong ThG vOoou;
1. MovoBeparneia pe uPnAEc SOOELG KOPTLKOOTEPOELOWV

Juvbuaopoc MTX Kol KOPTIKOOTEPOELOWV

Yuvduaopocg Rituximab kat koptikooteposldwv

Movo mAaopadaipeon

v W N

Juvbuaopnoc KukAopwaodapidng KoL KOPTIKOOTEPOELS WV




3" MEPINTQZH — Oepaneia

MovoBepareia pe UNAEC SOOELC KOPTIKOOTEPOELOWV

- Mn anoteAeopatikn Beparmneia yla emaywyn kot dtatripnon tne Vdeonc mapd LOVo o€
ouVOUAOUO HE AANQ AVOOOKATAOTOATLIKA / TIOAAATIAEC TIOPEVEPYELEC OE LOKPOXPOVLO XPON
Nachman PH, et al. ] Am Soc Nephrol. 1996

2uvbuaopuoc MTX Kol KOPTIKOOTEPOELOWV

- Min QImMOTEAECUATIKA O KATAOTAOELG OMELANTLKEG Yo TN {wn

NAacuodalpeon

- MpotelveTol o0V CUMTTANPWHATLKY BEpaTeiol 6TV AVOCOKATACTAATLKY aywyr], OMwc oTnV
nepimtwon tnG KUYPEALOLKAC alLpLoppayLog

Jayne DR, et al; ] Am Soc Nephrol. 2007



3" NEPINTQZH — Ogpaneia

Nowa Bspameutiki emAoyn €ivat n o KAatdAAnAn via enaywyn Udeonc the vooou:

N EnalJ Med. 2010 Jul 15;363(3):221-32. doi: 10.1056/NEJNoa0303505.

Rituximab versus cyclophosphamide for ANCA-associated vasculitis.

Stone JH', Merkel PA SpieraR, Seo P, Lanaford CA, Hofiman GS, Kallenberq CG, St Clair EW, Turkiewicz A Tchao NK, Webber L Ding L, Sejismundo LP
Mieras K Weitzenkamp D, [kle D Seyfert-Margolis ¥ Mueller M. Brunetta P Allen NB, Fervenza FC, Geetha D Keogh KA Kissin EY Monach PA Peiker T,
otegeman C, Yiterberg SR, Specks U RAVE-ITN Research Group.

Juvbuaopocg Rituximab + KOPTIKOOTEPOELOWV LN KATWTEPOC OE EMAYWYN Kal dltatripnon
Udeong, cUYKPLTIKA e KUKAoPwodapidn + koptikootepoeldn

KaAUtepo mpodil aopAAELOC CUYKPLTIKA UE TIC TIAPEVEPYELEC TNG KUKAODWoPauidng




4" MNEPINTQzH
o I———



4" MEPINTQ2H

Avépoac a

NMPOZEPXETA
Eunupeto
Brixag ue
Yoapeic 6
ApUpaldyi



4" NEPINTQZH — Awadopikn diayvwon

MNowa eivaw n o mBaviy dtayvwon;
1. Kakonbela
Notlpwén
Kokklwpdtwon pe moAvayyetitida (GPA)

Mwkpoaokorikr toAvayyeitida

A

HwowodAlkn Kokklwpatwon He toAvayyelitida (EGPA)




41 NEPINTQZH — Awadopikn dtayvwon (Coin lesions)

Congenital -
Infectious - Lung cyst ic
* Tuberculosis *» Bronchial atresia with mucoid impaction cer |
* Fungal infections {a: * Lung sequestration pulmonary metastasis
histoplasmosis, coc: Yascular :3
tumors

- Atypical mycobacte * Arteriovenous malformation

1
. * Pulmonary hematoma
* Nocardia ma

. * Pulmenary infarct
* Round pneumenia

: : » Normal confluence of pulmeonary veins
* Septic emboli ma
* Intrapulmonary lymph node
* Lung abscess
Infl * Pulmenary scar
nflammator
Y * Rounded atelectasis

* Sarcoidosis yma
’ * Infected bulla
Il tumor

' VWegener's granulon pu- .
g gre Miscellaneous/mimics

* Microscopic polyan g hemangioma

» Nipple shadow umor

* Rheumatoid nodule . ¢\ taneous lesion (eg, wart, mole)

* Pulmonary amyloid « Rib fracture or other bone lesion

*Vanishing pseudotumor (loculated pleural fluid)

ell granuloma

iriosis

Asija A et al. Hospital Practice 2014




4" NEPINTQZH — Nopeia vooou

EPTAZTHPIAKA EYPHMATA
Hb: 12.8 g/dl, WBC: 13200, N:81%
TKE: 60mm/h, CRP: 134 mg/L (<6 mg/L)

Quantiferon (-)

APXIKH AIAITNQZH: lMveuuovia tng kowvotntoc
AvtiBlotikn aywyn (iv) — po€ipAotacivn / kebtplatovn

4" nuépa voonAeiag - MakpooKorilkr) atpatouplia - Mepideptka oldnpata




4" NEPINTQZH — Nopeia vooou

NEOZ EPTAZTHPIAKOZ EAEMNXO2Z
Hb: 9.8 g/dl, WBC: 16350, N:85%
Kpeatwivn: 1.7 mg/dl = 2.4 mg/dl = 4.7 mg/d|
AeUkwpa oUpwv 24h: 4100 mg
EpuBpa > 100/ >30% OMELPAUOTIKNC TIPOEAEVCEWG

TAXEQZ EZEAIZZOMENH ZMEIPAMATONE®PITIAA




4" NEPINTQZH — Nopeia vooou

Mowa eival n mBavotepn attia yia tnv eEKSAAwWOoN TS TAXEWCS EEEALOOOMEVNG
onelpaparovedppitidagc;

1. Zuvdpopo Goodpasture
JUOTNUATIKOG EpuBnuatwdng AUKog
IgA vedpormnabela

MetaAolpwdng onetlpapatovedpitida

v W N

ANCA ayyelitida




TAXEQZ EZEAIZZOMENH ZNEIPAMATONE®PITIAA (TEZN)

KAINIKA
Taxeia Ekmtwon Tou puBuoU NG omelpapatikng 6tNbnong = 50% peoa o LEPEG EWC 3 UNVEG
AeuKkwpoTOUpla, OTIELPOPATLKA alpaToUpia Kot oAlyoupia

IZTONAGOAOrIKA: ZIxNUATIONOG UNVOELOWV OXNUATIOUWY > 50% TwV OTIEPAUATWY

AITIA
Avtiowpota Evavtl thG Baoctkic HEpBpavng (anti-GBM) (ypauutkoc avooopdoptloudc)
v 2uvépopuo Goodpasture
EvanoBeon avocoouunAeypatwy ot Baoikn HEpUBpavn (kokkiwdnc oevooopBoplouoc)
v 2EN/IgA vedpomnaBeia /puetarolpwdng onelpapatovedpitida
ANCA avtiowpata (avooormevikr onelpapatovedpitida)

v ANCA oxetillopevec ayyelitideg



4" NEPINTQZH — Awayvwon

ANOZOAOTIKO NMPODIA AIATNQSH

o ANA (-), C3/C4= k.d Kokklwpatwon pe noAvayyetitida (GPA)
0 p- ANCA(-), MPO(-),

o c-ANCA : 1/640, PR3 =53.6 u/ml (<2u/ml)

o Cryo(-), anti-GBM(-)

BIOWIA NEDOPOY
Tunuartikn vekpwtikn Kot eotiakn (e€eAlocopevn npog dtaxutn) eéwtpiyostdikn
OTIELPOAUATOVEPPITION UE TIOPOUCLO UNVOELOWV oXNUATICUWYV OE 6/12 omelpapata

ANOZODOOPIZMO2

Aev napatnpouvtal EVANoO£oEL; TWV AVOoOTPWTEIVWV TTou eAEyxOnkav (IgG, IgA, IgM,

C3d, C1g kat C4)




4" NEPINTQIH — TEZN / ANCA ayyeitidec

TEZN-> H o ocuxvn KALWVIKA

100-
ekbnAwon vepplkig MPooBoAnRG oTLC

ANCA — ayyeitideg 80-

60 4
Avaykn yla atpokabapon pEXPL Kal

o€ T0000TO 60% TWV aLoOevwy 40

20+

AvAykn HOVLHUNG alpokaBapong -
14%-18% 0-

kidney RPGN

0% MPA m % WG B % CSS

Moocooto 5etolg Ovnopdtntag -
40%

Sinico RA et al. Autoimmun Rev 2012




41 NEPINTQZH — Nedpikn mpooBoAn / Mpdoyvwon

Auopeveic mpoyvwoTikoi tapayovteg vedpikng Asttovpyliac os aacBeveic pe ANCA
olyyelitideg;
1. P HAwia
O BaBuoc mpwteivoupiac
To eninedo twv ANCA avilowpatwyv
H napouoia pnvoeldwv oxnUATIOUWV

To 1 koL 4

A




Clinical and histological (shaded area) predictors of renal outcome.

Reference de Lind van Hauer (21) Hogan(26) Day(22)
Wijngaarden (25)
Number of patients 100 96 350 390
Age Yes Yes Yes No
Sex Yes No Yes MNo
Ethnicity ND ND Yes ND
Diagnosis No No No No
Serum creatining Yes Yes Yes Yes
Dialysis Yes ND ND ND
dependance
Treatment Yes ND ND Yes
(plasma exchange)
ANCA type No No Yes No
Proteinuria ND No ND ND
Normal glomeruli Yes Yes ND Yes
Fibrinoid necrosis No Yes ND No
Crescents No No Yes ND
Glomerulosclerosis | Yes Yes Yes Yes
Interstitial Yes Yes ND MND
infiltrates
Interstitial fibrosis Yes Yes Yes Yes
Tubular atrophy Yes Yes Yes Yes
Arteritis No No ND ND
Arteriolosclerosis No Mo Yes Yes

Abbrewviations. ND, not determined; ANCA, anti-neutrophil cytoplasmic autoantibody.
Sinico RA et al. Autoimmun Rev 2012




4" NEPINTQZH — Nopeia vooou

OEPATEIA
Kukhodwodapidn + koptikootepoeldn (otadlakn peiwon)
@aon cuvripnong: Alabelomnpivn

10 xpovia LETA: UTOTPONN (TTP00B0AN KATWTEPOU AVATIVEUOTIKOU UE VEQPLKN) CUUUETOXN)

Mowa Oswpeital kaAutepn Oepanevutikn EMAOYR;
1. MukodalvoAlKO + KOPTIKOOTEPOELSNA

KukAodpwodpapidn + koptikootepoeLldn

Rituximab + koptikootepoeldn

MAaocpadaipeon

IVIG

v W N




4" MNEPINTQZH — Oepaneia

Tuvoinmainiiéun kdivkn 8okiiih — 11N kaTINTENATNTa e (NMMVOVC 2012) (NMME/CYC)Y —

NAaocpadaipeon

- MpotelveTtol ocov CUMMANPWHATLKH BEpameia 0TNV AVOCOKATACTOATLKY aywyn

Jayne DR, et al; ] Am Soc Nephrol. 2007

Xopnynon IVIG

- Mn amoteAeopATIKA O0TNV EMaywyn VPeonC, aAAA Kal oav CUUMANPWHATIKNA Beparmeia

Fortin PM, et al. Cochrane Database Syst Rev.2013

Ztadlokn petwon MMF kata 500mg kabe 3 unvec—> auvgnUEVn GUXVOTNTO UTIOTPOTIWYV
Han F et al. Am J Nephrol 2011




Oepareutikol xelplopot oe ANCA Ayyelitioec

1973 1980 1990 2000 2010
Kukhodwodapidn + CS Kukhodwaodapuidn emaywyn
Enaywyn & Alatipnon Udpeong Awtipnon veong
(MTX, AZA, MMF)
ey Meploplopévn popdn
UTIAPXE MTX (15-25mg/w) + CS
amoTteAe-
OMATIKA
Hepitialy BLoAoytkol
TIOPAYOVTEC
(RITUXIMAB)

OepameuTIKEC emAoyEc!!




H AZA sival kaAo dapuako ywo cuvtipnon tng udpeonc...

IMPROVE: Time to Relapse

First Relapse First Major Relapse
1.00+ 1.00+
HR, 1.69 (95% Cl, 1.06-2.70); P = .03 HR, 2.14 (95% Cl, 0.99-4.64); P = .054
0.75+ 0.751
c c
2 2
= =
S 0.501 Q 0.501
° °
o o

0.251 0.254

0.00 4£—

0.00
Time, yr
No. at risk
AZA 80 72 57 46 6 80 72 57 46 6
MMF 76 60 47 37 4 76 60 47 37 4

Hiemstra TF, et al. JAMA. 2010;304:2381.




BloAoyikol mapayovteg otic AyyeLitidec

e NEW ENGLAND
JOURNAL of MEDICINE

ESTAELISHED IN 1812 JULY 15, 2010 VOL. 363 NO.3

M Engl ] Med 2010;363:211-20.

Rituximab versus Cyclophosphamide in ANCA-Associated
Renal Vasculitis

CONCLUSIONS

A rituximab-based regimen was not superior to standard intravenous cyclophos-
phamide for severe ANCA-associated vasculitis. Sustained-remission rates were
high in both groups, and the rituximab-based regimen was not associated with re-
ductions in early severe adverse events. (Funded by Cambridge University Hospitals

| N Engl ] Med 2010;363:221-32.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Rituximab versus Cyclophosphamide
for ANCA-Associated Vasculitis

CONCLUSIONS

Rituximab therapy was not inferior to daily cyclophosphamide treatment for induc-
tion of remission in severe ANCA-associated vasculitis and may be superior in re-
lapsing disease. (Funded by the National Institutes of Allergy and Infectious Dis-




MBoavoTNTA UTTOTPOTIAG VOOOU HETA TNV TTANPN UdEoN

A Time to First Relapse after Complete Remission,
According to Treatment

1.0

0.8

Remission

0.4

P=0.76

0o | —8— CYG-AZA (N=70)
“1 - - RTX (N=7§)

Probability of Remaining in Complete

0.0 l l | l
0 100 200 100 400
Days from Complete Remission to Relapse

Mo. at Risk
CYC-AZA 61 51 43 3
ETx £S5 55 45 5

H diapkela mAnpouc Udeong
Atav apopola otig Svo

OMAOEG

Ymotpornn vooou

RTX © 24(32%)
CYC-AZA =20 (29%)

Specks U et al. N Engl J Med 2013



MNopadyovtecg KvdUVOU yLa UTTOTPOTIH) VOCGOU

D Time to First Relapse after Complete Remission,
According to Presence of Three Risk Factors

Probability of Remaining in Complete
Remission

Mo. at Risk
CYC-AZA, all
others

0.4 -

0.2

0.0

CYC-AZA, PR3S

GPA/relapsin
RTX, all others
RTX, PR3/ GPA/

relapsing

g

Overall, P=0.01 :.*uﬂ
PR3/GPA relapsing, P=0.47 B

All others, P=0.51

—8— CYC-AZA, all others (N=47)
=B CYC-AZA, PR3/GPA/relapsing (N=23)

- RTX, all others (N=47)
= RTX, PR3I/GPA relapsing (MN=249)
I I I I
0 100 200 300 400
Days from Complete Remission to Relapse
47 44 i9 14 2
23 18 13 10 2
47 ig 36 29 4
29 27 20 17 2

MpoyvwoTtikol mapAayovTeG yLa
UTLOTPOTH) VOGOU

= GPA

= PR3-ANCA

" [IponyoUEVN UTTOTPOTIA VOOOU

Specks U et al. N Engl J Med 2013



4" MNEPINTQZH — Oepaneia

Mowa Oswpeital kaAutepn OepanevuTiKn EMAOYR;

1.

A

MukodalvoALlKO + KOPTLKOOTEPOELDN
KukAopwopapidn + kopTtikootePoEeLdN
Rituximab + koptikootepoeldN
M\aopadaipeon

IVIG



RITUXIMAB n AZATHIOPRINE yiwa dtatpnon tng udeonc?

A
Rituximalbs _—
500-mg infusion W 4 b 4
Azathioprine
(mg/kg/day) 2 15 1
, 10— .
GPA/MPA aoBsveic og e - —
Ty L Rituximab
.
’ ’ 7 < 1 e
A0
vdeon peta ano CYC 2
o 70 -
£ %-' Azathioprine
S8 60
E=
22 s
2.8 40
=
==
.n‘E 304
2
g 204
o
10+
0 T T T T T T T T T T T T
o2 4 & & 10 12 14 16 18 20 22 24 26 28
Months since Randomization
Neo. at Risk
Rituximab 57 57 57 57 56 56 56 56 56 56 56 56 54 52 39
Azathioprine 58 58 55 54 53 53 50 50 48 48 4% 47 44 41 33

ALYOTEPEC UTIOTPOTIEC VOCOOU otV opada tou RITUXIMAB (5%)
vs AZA (25%)

Guillevin L et al. N Engl J Med 2014




EULAR/ERA-EDTA recommendations for the
management of ANCA-associated vasculitis

[New diagnosis of AMCA-associated vss:ulﬂis]

h Rapidly progressive renal failurs
[ non-organ threalening disease }([ organ of [ife-threatening dsease ]- ar

Pulmonary hasmaorrhage

¥
methoirexate ar . . .
myeophenalate meleli [ “ﬂﬂpmﬁpﬁﬂ:;:;;fd””mab | [ Consicer plasma exchange ]
with glucocorticod g
W Refractory

L * 0K papnrt opinion
Remission +Ra-aveluate diagnosia
«Dplirmige raalrment

+Consider othar drugs

-

Azathiopring or methabrexale or Aluxamab 3 | HE'EFIE.E' o 1Ej1]

continua glucocarticaid taper (Sae taxt)

s,

W
L Ty
Alter 2 years
taper azathioprine or methotresxats
stop rituximak

Yates M et al. Ann Rheum Dis 2016




Euyaplotoup




