2UoTNMATIKN AyyeEliTida

KAIVIKO-TTaBoAoyoavaTouiKr) ovToTnTa,
xapakTnpiletal atmo eAsyuovwon diINbnon

KAl KATAOTPO®N TOU TOIXWHATOG AYYEIWV
(apTnpieg, PAEREC, TPIXOEIDN)

LUE ATTOTEAECUA HPEPIKNA N TTANPN ATTOPPACN TWV

AYYEIWV Kal IOXAIMIO TWV AVTIOTOIXWV OpYAVWV



Ta&wvopnon

American College of Rheumatology (ACR)
Kpotadikn aptnptitida (GCA)
Aptnplitida Takayasu (TA)
Kokkkiwpatwon Wegener (WG)
Churg—Strauss syndrome (CSS)
Mwkpookorikn moAvayyelitida (PAN)
MNopdpupa Henoch—Schonlein (HSP)

Ayyetitidba amno vnepevatodnoio (HSV)



Ta&wvopnon kata Chapel Hill

1. AYYEUTLOEG HEYAAWYV AYYELWV
2. Ayyelitidec pecaiwv ayyeiwv

3. AYYELTLOEC HIKPWV OYYELWV
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Ta&wvopnon kata Chapel Hill

1. AYYEUTIOEG LEYAAWV aYYELWV

2. Ayyelitidec pecaiwv ayyeiwv
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AyyeLTIOEC HIKPWV AYYELWV
Kokkliwpatwon Wegener
>uvOpopo Churg-Strauss
Mikpookorikn moAvayyetitda
Nopdupa Henoch Schonlein
Kpuoodalpvolukn ayyetitida
/AEUKOKUTTOPOKAQOTIKN ayyeLiTId
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Antineutrophil cytoplasmic antibodies (ANCA)

Anti-PR3 Anti-MPO
Cytoplasmic C-ANCA perinuclear P-ANCA
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polyangiitis

Churg-Strauss
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2UuoXETion ANCA pe uttepiwdn akTIivoBoAia

Churg-Strauss syndrome Microscopic palyangiitis Wegener's granulomatosis
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MaBoyEvela Twv ayyeLTIOWV HIKPWV OYYELWV

e Antineutrophil cytoplasmic antibodies (ANCA)
e Qudetepodlla AsukokuTTAPO
e Makpodaya

e T-Aepdokuttapa



2xetilovtol ta ANCA pe tnv maboyEveia tng vocou?

In vitro peA€tec

Enidépaon twv MPO-ANCA ota ouvdetepodpiia

- Amontwon

- O&elbwTLKO stress

- 5-lipoxygenase pathway — TLTB4

- T, TiL-8

Eniépaon twv MPO-ANCA ota povokuttopa

- Evepyornoinon (IL-1B, MCP-1, IL-8)

Enidépaon twv MPO-ANCA ota evéoOnAiaka kuttapa
- MopLa tpookoAAnoNnC



2xetilovtotl ta ANCA pe tnv maboyEveia thg vocou?

10ug purified MPO IP MPO ANCA

» splenocytes

Mpo-/- mice

2UCTNUATIKN apTnelTIOa
o KUWeAIOIKN aipoppayia
e Nekpwrtikn 2N

Xiao et al. J Clin Invest 2003;110:955-963


http://www.jci.org/cgi/content/full/110/7/955/F5

2xetilovtal taat ANCA pe tnv naboyEvela tng vocou?

In vivo PeNETEC

MPO ANCA
1 6 weeks

1

1. anti-MPO ANCA sacrificed

2. Mvevpovec: ayyeltda, pAeypovwdng mepPLOYYELOKN
dnOnon, kuPpeAdikn atpoppayla
3. Nedpol: E0TLOKN VEKPWTLKA OTELpApaTOVEDPLTLOQ,

unvoeldeic oxnuotiopot, IF (-)

Little et al. Blood 2005;110:96-



AvoooAoywkoi pnxaviopoi oti¢ ANCA ayyeutideg

MPO- ANCA Evepyormoinon ovdetepodhwy
KOlL LOVOKUTTAPWV
PR3-ANCA (TMPO PR3, petatdmnion otn pepfpdvn)

N

Signal transduction pathways
neow Fc receptor ko Fab’?2

v

1. MpookoAAnon AeukokuttapwyVv oto evooOnALo
2. Napaywyn eviupwv kat eAevBepwv pllwv O,

3. Evepyormoinon cupumAnpwpoTtoq
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Anpovupyia kot e€EAEN TG ayyeltaknc BAABNG

Neutrophil type
of white blood cell

ANCA (Anti-Neutrophil Cytoplasmic Autoantibody)

Blood vessel wall

Inflammation of the vessel wall
(vasculitis) caused by white
blood cells that have been
stimulated by ANCA

Savage COS, Curr Op Pharm2006



AvoooiotoxnMeia

Macrophages



Serum creatinine at biopsy (mg/dl)
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Urinary MCP-1 and response to treatment

MCP-1 oge ANCA(+) ayyeliTIOEg
e 2UOCOWPEUCN NOKPOPAYWV

e Evepyotroinon yakpo@aywv

e Anuioupyia yNVoEIdWY OXNUATIONWYV

1000 2000 3000 4000 5000

UMCP-1 (pg/mg_creatinine) * PnAgn Tng kAywag Tou bowman, ivwon

NDT 2003;18:1526-1534

1000 2000 3000 4000 5000

uMCP-1 (pg/mg creatinine) Papag/a/?n/A et al.
JAm Soc Nephrol 12: 121A, 2001



O pOA0G TwV T-AEPHPOKUTTAPWYV

otnv raboyéveia Twv ANCA (+) ayyeliTidwv

T T-regulatory (T-reg) cells
, = TTEPIOPIOPOG TNG PAEYHOVWOOUG
S avTidpaong

T-effector memory cells (T-effs)
EOETIKG KUTTOPA «EKTEAEOTEGY

“ T
o~ % ¢ e ;

Gionanlis L et al. JASN 2004 T-reg
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T-effs
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Cytokines in RPGN

Cytokine RPGN controls
(pg/mgUcr) n=38 n=10

IL-2 0.003+0.01 0

IL-4 0.003+0.006  0.008+0.001
IL-6 1.2+0.03 0.001+0.001
IL-8 0.94+2.8 0.04+0.09
IL-9 0.9+0.0001 0.04+0.09
IL-15 0.210.5 0

TGF-B1 27.5+79 0.02+0.05
VEGF 4.3+3.6 0.001+0.0007
MCP-1 2.5+0.001 0.1+0.04
MIP-1p 1.6+0.001 0.0620.05

Stangou et al, Cytokine 2012



Urinary cytokine excretion represents severity of renal damage
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ANCA ayysiitida-KAwikot pawvotumnot

Zuotnpatikn ayyelitida & Znepapatovedppitida
» Kokkiwpdtwon Wegener

» Mwpookorikn rtoAvayyetitida
» 20vOpopo Churg-Strauss

Renal limited disease



ANCA ayyetitidéec- Opiopot

» Muwpookormiki moAvayyetitida:
NekpwTIKN ayyeLTida HKpwv Kol pecatiov peyeBouc ayyeiwv
(tpyoeldn, dAeBidLa, aptnploAla).

> Kokkwwpatwon Wegener:
NEKPWTLKN ayyeLTLOO ULKPWV KOl LECOILOU HEYEBOUC ayYELWV
Kokklwpatwdng dAeyuovn

» Churg-Strauss syndrome
NekpwTIKN ayyeLTida HIKpwv Kol pecaiov peyeBouc ayyeiwv
Kokklwpatwdng pAeyupovn
AocBpua + nwowvodhia

Taéwvounon kata Chapel Hill



NMpétaon yia aAAayn TnG oVvONATOAOYIAG
€he New Jork Cimes

A Nazi Past Casts a Pall on Name of a Disease

By BARNABY J. FEDER

Published: January 22, 2008

What's in a disease’s name? Long-hidden shame, perhaps.

Unlike doctors who joined the Nazi Party to
be allowed to practice, Wegener joined the
movement in 1932, before Hitler took
power. He rose to a relatively high military
rank and spent some of the war in a
medical office three blocks from the Jewish
ghetto in Lodz, Poland. Sketchy records
suggest that he might have participated in
experiments on concentration camp
inmates.



http://topics.nytimes.com/top/reference/timestopics/people/f/barnaby_j_feder/index.html?inline=nyt-per

ANCA ayyetitida: Qaopa KAWVIKWV EKONAWOEWV

AVOTVEUOTLKO cUOTNHOL
e ALuomTUoN

e AvUomvola, frxog
Aéppa

 [opdupa, olibLa, EAKN

e EpuBnuoatwdelc BAatideg

Nedpoi
e Aluatouplia, mpwteLwvoupla,

EKTITWON VEPPLKAC AELToupylog

QPA

e |ypopitda

e Meéon wtitda

e  YroyAwTttldlkR oTEVWon
e Pwikd €AKN

e Edutioednc putn

NeupoAoyiko Z.
OpOaApoi
FaoTPEVTEPIKO Z.
KolAIaKO AAyog, I0XAIUIKNA

KOAITIOO

OpouBoeUBOAIKA @aIVOUEVA



KAWLKA X paKTNPLOTIKA TV a00EVWV LE EOTLOKNA

VEKPWTLKN oTtelpapatovedpitida katd tn diayvwon

\ 96
A/T 51/45
HAwia (xpovia) 57116
Eunupeto (%) 35
E€avOnua (%) 26
MpooBoAr KATWTEPOU avarmvevoTtikou (%) 56
MpooPoAn avwtepou avarnvevotikoL (%) 20
ApBpalyiec/apBpitidec (%) 43
MpooPBoAn MEZ (%) 4

Avaykn e€wvedplknc kabBaponc (%) 23



AVARVEUCTIKO cUCTNUA

KueAbikni atpoppayia

KAwvikn elkova

— 1/3 twv npooBeBANUEVWY 0l0OEVWV XWPIC CUUTTTWHLOTOL
— 1/3 awpontuon

— Avonvola, BAxag, EUnUpPETO

— O&elal avaTVEUOTLKN OVETIAPKELDL



AVOTTVEUGOTLKO ocUOTNHO

KueAbikn atpoppayia
Alayvwon
— Avaupia ywpic eppavi attia

— A&tTovpyixéc SoxipaaisC nveupdvav

* IMElpOUETPNON: Kb
e Mpoodeutika T KCO, TNDLCO >125%

— Bpoyyoaxomnan: TpoodeUTIKA aLLoppayLKO BAL

ofeia aLpoppayia: epuBpokuTTOpa
Xpovia alpoppayia: Kokkio atpootdbnpivng

- A/a, CT Swpaxa



KuypeAIdIkn aipoppayia o€ yuvaika 63xp ME
Churg Strauss Syndrome




KuypeAidikn aipoppayia og avdopa 51xp pe CSS

Figure 7: G55 with different patterns of lung abnormalities in 51-year-old man. (a) Lung window of con-
ventional {10-mm-thick section) CT scan shows thickened bronchial walls, tree-in-bud signs (armows), and
GGO farowheads) in both langs. {b) High-magnification pathologic specimen obtained by using video-as-
sisted thoracoscopic biopsy shows bronchiolar wall thickening due to inflammatony cell infilration (eosino-
phils and lymphocytes) famows) and lymphoid follicular hyperplasia farmowhead). Inset shows necrotizing
capiltaritis (ammows, thickened wall with ecsinophil infiltration and necrosis) in alveolar walls. Hematowylin-
eaosin stain; orginal magnification, = 100.) (g} Nine-month follow-up CT scan shows recurrent disease in
bath lungs with areas of consolidation, GG0s, and nodular lesions in bath lungs.




KuwpeAIOIkn aipoppayia

MPO-ANCA ayyeliTida

2Uvopopo Goodpasture




KuypeAIdikn aipoppayia o€ avdopa 25xp

ne Henolh-Schonlein

i .

Figure 9.  Henoch-Schonlein purpura-associated pulmonary vasculitis in 25-year-old man complaining of hemoptysis, dyspnea, melena, and
purpura. {a) Chest radiograph shows extensive parenchymal opacity in both lungs. Right lung is mare extensively involved than left lung. Note
apical sparing of lung lesions. (b) Lung window of CT scan shows extensive parenchymal opacity in both lungs. Note left pleural and fissural

affusions. (Images courtesy of Joon Beom Seo, MD.)




AKTIVOAOYIKA €UPNMATA OE
QYVYEINTIOEC MIKPWYV AYYEIWYV

Ndco¢ Wegener PR3 ANCA (+) ayyeiitiba

Old 1 pe | Ywpig vekpwon 90%
Naxuvon ToYywpatog Bpoyxwv 70%
Ewova «00Ang valou» o)

MeoavAwakot kal rteputvdaiol Aspdadevee 10%
NAguptikn guAdoyi 10%




N6cog Wegener, PR3 ANCA (+) ayye&limtida




Source: Semin Respir Crit Care Med & 2011 Thieme Medical Publishers



Source; Semin Respir Crit Care Med © 2011 Thieme Medical Publishers
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Figure &: %S In B3-year-old woman. (a) Chest radiograph shows
extensive parenchymal opacities in both lungs. Both apices are refa-
tively sparad. (b) Lung window of fransverse CT scan shows patchy
and extensive GE0 in both lungs. Subpleural fungs are sparad. ()
High-magnification pathobogic specimen obtained by using video-
assisted thoracoscopic biopsy showes alveolar spaces filled with
eosinophils {arrows, eosinophilic pneumonia). Inset shows smal
extravascular granuloma (arowheads) composed of histiocytes and
multinucleated giant celts. (Hematowylin-sosin stain: original magni-
fication, =100




Halo sign air crescent
Aoipwin atmro acTrépyIAAo




Muwpoaoxornukr] roAvayyeinda
MPO ANCA (+) ayyeuiinida
Ewdva «8oAn¢ ualou»
NMuxvwaon, OliSia GT0 NVEVROVIKG RAPEYXVHA

MAsupitik) cuAdoyn

NMvevpovkr) ivwon



Mveupovikn ivwon o€ acBevi) pue MIKPOOKOTTIK TTOAUOPTNPIITION METO

a1ro uttoTpoTTiIddouocd KUWEAIOIKN aluopayia

£




A/A KupeASIKAC aupoppayioc

Ayyetlitidec N KUPeALdiTIOEC
AYYELTIOEC ULKPWV AYYELWV
Yuotnuatika Noonuata
2uvdpopo Goodpasture
Opoppotikni BpopuBormevikn mopdpupa
Kapblayyslaka aitia
@Asypovi
Aomiepyilwon, CMV, N. Hantan, Aenttoonipwon, HIV
dappaka

Kokkaiivn, mpomuABuooupakihn, pebotpeéatn



Nedpikn mpocBoAn

zuxvotnta:  15% katd tn dtdyvwon

80-100% otnv mopeia Alyotepo

ouxvn o€ Churg-Strauss
Alpatoupia, Asukwpatoupia, endeivwon vedpLkng Asttoupyiog
e Tayxela erbeivwon oe pepec-efdopadeg

e ‘Evtaén oe apokaBapon

Diagram of
glomerular
inflammation
(glomerulonephritis)




Evepyo i(npa oupwv




Nedpikn mpooBoAn

Blioyia vedppoU: Eotiakn vekpwTikA omelpapatovedpitida

HE/N XWPLC LNVOELSELC OXNUOTIGHOUC
IMELpApOTOL
Amtodpaén TpLXoELO WV OTIELPAMOTOC
lviboeldnc vekpwon
OAeypovwdng dnBnon — oudetepodpia
Mnvoeldeic oxnuatiopol (kuttapkol, (vwdeLg)
TIN
AwinOnon dlapeocou Lotou
>wAnvaplakn atpodia/ivwon

Ayyeia: widoeldne vekpwon, BpopuBot, vaiivwon
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Ayyelimideg: Pauci immune glmerulonephritis

TYPE1
Anti-GBM (linear IF )

Immune-complexes (granular IF)
- post-infective [post-streptococcal)
- sacondary o SLE, HSP, C
- complicating primary G
idiopathic

TYPE3

AMNCA (pauci-immuna)

- ChUFg-Strau &5 syn dromea




Aéppa

13-25% koata tn dtayvwon
40 - 50% katd TNV mopeia

MNopdupko e€avOnua €Akn, PAatidec
YriodopLa olidLa

Aeppatikec ekdnAwoelg oxetifovtal Le
TNV evepyotnTa TNG vVOoOU




=
H @Asypovwdong d1InOnon Tou dEpuATOG ECapTATAI

a1To TO £i00C TNG AYYEITIONG

ANCA+, Cryo, CTD PAN, GCA, Nod Vas

HSP, CLA: ETTITTOANG ayyeEia

ANCA, Cryo, CTD: ayyelako 0EVTpO

The NEW ENGLAND
JOURNAL of MEDICINE



Presenter
Presentation Notes
Figure 3. Purpura on the Lower Leg of a Patient Found to Have Leukocytoclastic Angiitis in a Skin-Biopsy Specimen. There are also several darker areas of necrosis. (Photograph kindly provided by Robert A. Briggaman.)‏


WG: AVWTEPO OVATIVEUOTLKO ZUOTNMOL
e Juyvotnta 70% -90% twv aocBevwv

MTropEi va eTTNPEACTEI OTTOIOONATTIOTE TUAMO
TOU OpOaAuOU: KEPATITIOO, OKANPITIOO KATT,

OTTTIKI} VEUPITIOA

Qidnua pivikou BAevvoyovou Kal atro@pagn
£0XAPOTTIOINUEVA PIVIKA £AKN , DIATPNON TOU

PIVIKOU OIa@PAYNATOG, TTAPAUOPPWaON



WG: AVWTEPO OVATTVEUOTLKO ZUOTNMOL

MpooBoAn Adpuyya-tpaxeiog

»  ACUUTTWUATLKN

» Bpayxoc dwvnc Ewe cupLypo
» Anodpoaén avwtepwv
QVOTIVEU OTLKWV 086wV

»  YNoemyAwTttldLKA OTEVWON




MNapapPIVOKOATTITIOO

KOKKIWUATWOEIC AAAOIWOEIG
TTapapPPIViwV JE TTIBavr) ETTEKTOON
OTOUG KOYXOUG,

UE ATTOTEAEOHA £COPOAAUO Kal

KATAOTPETITIKEC TTAPANOPPWOEIG.

TOTTIKEC AOINWEEIC 1IDIQITEPA ATTO

XPUoiovTa OTAPUAOKOKKO

.
Penter on 2004-81-11 1.



NMopeia TG vooou

OvnroéTnTa
Xwpig BeparTreia: 75%
KopTIKOOTEPOEION: 50%
KukAopwao@auidn 12-20%

Causes of death

TZ-XNA: 20%
YTToTpOTTH): 11-60%



2TOXOL TNG OEpaMEVUTIKAC OYWYNG
otig ANCA (+) ayyetitideg

EmBilwon touv aacBevouc

Evepyoc ¢paon: Ydeon

Xpovia ¢paon: Alatpnon thS vdeong
MpoAnyn Kol OVTLULETWTILON UTTOTPOTIWV

EAaxlotomoinon ToélkoTNTOG AVOOOKATAOTAATIKNC
aywyng



OEPOAMEVTIKN AVILHETWITLON

Oepaneia EMAYWYNC
NORAM: MTX vs CYC

Prednisone ( 1-2 mg/kg/day) + MP ( 3 pulses) MEPEX: PE vs MP

Cyclophosphamide ( 2 mg/kg/day) or iv pulses -CYCLOPS: CYCiv vs oral
A P de glkg/day) or Iv pu WEGET: Etanercept vs placebo

SOLUTION: ATG
3 -6 mo.
v NORAM: MTX vs CYC
. - CYCAZAREM: AZA vs CYC
Maintenance therapy IMPROVE: AZA vs MMF

REMAIN: AZA, 24 mo vs 48 mo



EAdatTtwon tng toéikotntac Tt KukAopwaodpopuidng

e EVAAAOKTLKN QywYr O€ NTILEC TIEPUTTWOELC

e EvbodAeBia (IV) evavtt amo tov otopatoc (po)

e Xopnynon alaBelompivnc otnv LPeon



EAdatTtwon tng toéikotntac Tt KukAopwaodpopuidng

e EVAAAOKTLKN QywYr O€ NTILEC TIEPUTTWOELC
- NORAM (Methotraxate)

e EvbodAeBia (IV) evavtt amo tov otopatoc (po)

e Xopnynon alaBelompivnc otnv LPeon



EAdatTtwon tng toéikotntac Tt KukAopwaodpopuidng

e EVAAAOKTLKN QywYr O€ NTILEC TIEPUTTWOELC
- NORAM

e EvbodAeBia (IV) evavtt amo tov otopatoc (po)
- CYCLOPS

e Xopnynon alaBelompivnc otnv LPeon



EAdtTwon tng toéikotntac Tt KukAodpwaodpopidng

e EVAAAOKTLKN QywYr O€ NTILEC TIEPUTTWOELC
- NORAM

e EvbodAeBia (IV) evavtt amo tov otopatoc (po)
- CYCLOPS

e Xopnynon alaBelompivnc otnv LPeon

- CYCAZAREM



XOPHI'HZH MEOOTPE=ATHzZ 2E 2N

«Hmiec» Ayyelitidec xwpic vedppikn
MeAétn NORAM: MTX vs CY

CUMMETOXN

(Wegener’s GN xwpic vedpilk] GUPHETOXR)

 [lapopolo mooooto UdEeDNC

e Auénuevn mBavotnta UTOTPOTING KE TN MTX

=
(=}

Survival to first relapse

.9
.8
7
.6
5
4
3
2
A

0

o

EUVAS

Months from entry

Jayne, Mayo Clin Proc 1997



Annals of Internal Medicine ARTICLE

Pulse Versus Daily Oral Cyclophosphamide for Induction of Remission
in ANCA-Associated Vasculitis de Groot et al 2009

N=147 CYCLOPS
Ypeon og 3uAVveg

131 aoBeveic o€ Upeon YETA ATTO 9 PAVES IV po

IV vs po: 1. ouvoAik ddon cyclo 8,29 vs 16g p=0.001
2. €TTEIOO0I0 AEUKOTTEVIOG 26% vs 45% p=0.01
3. AOINWCEEIG
4. UTTOTPOTTEG

Figwre 3. Seguential estimaled glomerular filtration rale for

Figure 2. Time Lo rermission lan-Meier) for the pulse
e S tcap e} Tor the pu the pulse and daily oral cpclophosphamide groups.

and daily oral eyelophosphamide groups.

B Taally aral
Fulse

Fabends in Remisghon, &




Pulse Versus Daily Oral CYC for Induction of Remission in ANCA-
associated Vasculitis. A European, Multi-centre Randomized Controlled
Trial: Long-term Follow-up (CYCLOPS)

e IKOMOC:

€ MeAéTn TNC emBiwong kot cuxvotTNTAC UTTOTPONMWY OE
IV kot po cyclophosphamide

e AnotsAécpara:
¥ Xpdvoc mapakoAovbnonc 4,3xp (2,9-5,4)

* YMOTPOMEG: [1Lo cUVTOUA KL CUXVOTEPO OTNV
evOodAERLA xopriynon
e Xwplic dladopec otnv teAkn EkPaon TS VEPPLKAC
Aeltoupylag

e Xwplic dladopec oto mocooto Bavatou

Harper L, et al: Clin Exp Immunol 2011



Randomized Trial of PLEX or High-Dosage
Methylprednisolone as Adjunctive Therapy for Severe
Renal Vasculitis (MEPEX-EUVAS)

PLEX  woegic SM o€ ayyelitida he
KpeaTivivn opou > 5.8 mg/dl

151 Patients
Standard therapy
Oral
CYC+STEROIDS

®
2
c
=
&
o
L
=
=

1g/d X3
Methyl
Prednisolone

7 PLEX
2weeks

Manths fram entry

e Jayne DR et al. ] Am Soc Nephrol 18: 2180-2188, 2007



[l TOOO XPOVIKO SLACTNHA TPEMEL VAL XOPNYELTOLL
Cyclo?

CYCAZAREM:
Tuxawomotnpévn peAetn CY vs. Aza

Cyclo (N=144)

Aza (N=71) Aza

— Cyclo ywa 3 piveg kata tnv ofeia paon

EUVAS Jayne, N Engl J Med 2003



CYCAZAREM study

'Yeon tng vooou Yrotpomn

Azathioprine group

Glermerular Filtration Rate (ml/min)

Azathioprine Group Cyclophosphamide Group
75 70 &1 TE 73 £7

H alaBslomnpivn lootiun thg KukAopwodpapuidn
Kata tn Oepameio cuvtipnong

Jayne et al, NEJM, 349;1, 2003


Presenter
Presentation Notes
Eleven patients in the azathioprine group had relapses (15.5 percent [95 percent confidence interval, 6.9 to 24.0]), 
as did 10 patients in the cyclophosphamide group (13.7 percent [95 percent confidence interval, 5.6 to 21.7]; P=0.65; 
difference, 1.8 percentage points [95 percent confidence interval,–9.9 to 13.0]) (Fig. 1). 



Mycophenolate mofetil vs azathioprine for remission maintenance in

ANCA-associated vasculitis: a randomized controlled trial.

MMF Aza Mycophenolate mofetil vs. azathioprine
IMPROVE trial
n=76 n=80 Cumulative Incidence of Relapse

1.00

2g/d 2mg/Kg/d
Ytmrotpotmég  42/76 30/80

0.75

Xpovog TTapakoAoubnong: 36mo

[Tapopola ve@PIKN AEITOUPYIQ Kal ETTITTAOKEG
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3
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JAMA 2010



MetaBoAEc tnG vedpLlkNC AELTOvpyLaC KaTA tn dtapkela
NG apakoAouOnong

ANOVA test
p=0,0006
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MetaBoAEc TnG vePpPLKAG AELTOUPYLAC OE GXEON
HE TN OgparmeuTIiKn aywyn
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Rituximab

ARTHRITIS & RHEUMATISM

Vol. 60, No. 7, July 2009, pp 2156-2168
DOI 10.1002/art. 24637

© 2009, American College of Rheumatology

ARTHRITIS & RHEUMATISM

Vol. 54, No. 9, September 2006, pp 29702982
DOT 10.1002/ar.22046

© 2006, American College of Rheumatology

A Multicenter Survey of Rituximab Therapy for Refractory

Long-Term Comparison of Rituximab Treatment for : : ) : . .
Antineutrophil Cytoplasmic Antibody—Associated Vasculitis

Refractory Systemic Lupus Erythematosus and Vasculitis

Remissi Rel: and Re-treat ¢ Rachel B. Jones,! Alastair J. Ferraro,® Afzal N. Chaudhry,! Paul Brogan,* Alan D. Salama,’
CIUSSION, Relapse, and Re-treatmen Kenneth G. C. Smith,” Caroline O. S. Savage,” and David R. W. Jayne'

K. G. C. Smith,! R. B. Jones,” S. M. Burns,” and D. R. W. Jayne!

Rituximab in Churg-Strauss syndrome
M Koukoulaki, K G C Smith, D R W Jayne The NEW ENGLAND

............................................................................................................................... JOURNAL o MEDICINE

Ann Rheum Dis 2006;65:557-559. doi: 10.1134/ard.2005.042937

ESTABLISHED IN 1812 JULY 15, 2010 VOL. 363 NO.3
Nephrol Dial Transplant (2005) 20: 213-216
doiz10.1093/ndt/gh364 Nephrolog_y
Dialysis Rituximab versus Cyclophosphamide in ANCA-Associated
Case Report Transplantation 1
Renal Vasculitis
Remission of refractory hepatitis C-negative crvoglobulinaemic Rachel B. Jones, M.R.C.P, M.D., Jan Willem Cohen Tervaert, M.D., Ph.D., Thomas Hauser, M.D.,
.. . .o . gye . ¢ Raashid Lugmani, D.M., F.R.C.P,, F.R.C.P.(E.), Matthew D. Morgan, M.R.C.P,, Ph.D., Chen Au Peh, F.R.A.C.P, Ph.D.,
vasculitis after rituximab and infliximab Caroline ©. Savage, Ph.D., F.R.C.P, F.Med.Sci., Marten Segelmark, M.D., Ph.D., Vladimir Tesar, M.D., Ph.D.,

Pieter van Paassen, M.D., Ph.D., Dorothy Walsh, B.S.C.N., Michael Walsh, M.D., F.R.C.P.(C.),
Maria Koukoulaki', Sumith C. Abeygunasekara', Kenneth G. C. Smith'? Kerstin Westman, M.D., Ph.D., and David RW. Jayne, M.D., F.R.C.P, for the European Vasculitis Study Group
ukou L Su . ygunas s . C b
and David R. W. Jayne!



Rituximab -
Mpoontikéc peAEtec oe ANCA ayyeLtideC

 RITUXVAS (EUVAS)
— Mpwtn dtayvwon
— N=44
e RAVE (US)
— Mpwtn dtdyvwon/umotpornn He N xwplc vedbpkn
OUMMETOXN
— N=197

= The NEW ENGLAND

JOURNALofMEDICINE



0.25 0.50 0.75 1.00

Proportion Achieving Remission

0.00

Proportion of patients without a relapse

o

RITUXVAS — anoteAeopota

Ydeon

100 200
Time (days)

Cyclophosphamide

300

Rituximab
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NapevepyeLeg

Proportion Free of SAE
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S The NEW ENGLAND

JOUBRNALJJMEDICINE

Jones, New Engl J Med 2010



i e NEW ENGLAND
Y JOURNALoMEDICINE RAVE

Rituximab versus Cyclophosphamide for
ANCA-Vasculitis

N=197

RITUXIMAB Oral CYC

+
steroids
4 x 375mg/m

2mg/kgr
steroids

Ydeon 64% vs 53% NS
Anavtnon twv urtotponwv  67% vs 42% p=0,01
Napevepyeleg: xwpic Swadpopa

Stone Jetal. N Engl J Med 2010; 363:221-232




Rituximab versus Cyclophosphamide for ANCA-Vasculitis

Evéeiterg xopriynong Rituximab
» Ot aVOeKTIKEC popdEC

» GUXVEC UTTOTPOTEC

» cuvunapén cofapnc Aotpwéng

Stone JH et al. N Engl J Med 2010;363:221-232.



CLINICAL PRACTICE GUIDELINE
FOR GLOMERULONEPHRITIS

AVTIMETWTTION OTNV O&eia @Aon

13.1; Initial treatment of pauci-immune focal and seg-
mental necrotizing GN

13.1.1: We recommend that oyclophosphamide and

corticosteroids be used as inibal treatment. (1A

15.1.2: We recommend that rituximab and cortico-

steroids be uwused as an alternative initial

treatment in patients without severe discase
or in whom cyclophosphamide i1s contra-

indicated. (I1B)




CLINICAL PRACTICE GUIDELINE
FOR GLOMERULONEPHRITIS

AVTIUETWTTION OTNV XPOVIO @pAcTH

13.4: Choice of agent for maintenance therapy

15.4.1:

15.4.2:

We recommend azathioprine 1-2me/k
orally as maintenance therapy. (IB)

We suggest that MME, up to 1 g twice daily, be
used for maintenance therapy in patients who
arc allergic to, or intolerant of, azathioprine.
(2C)

We suggest trimethoprim-sulfamethoxazole as
an adjunct to maintenance therapy in patients
with upper respiratory tract disease. (2B)

We suggest methotrexate (initially 0.3 mg/keg/wk,

maximum 25mg'wk) for maintenance therapy
in patients intolerant of azathioprine and MME,
but not if GFR is <60 ml/min per 1.73m". (1C)




CLINICAL PRACTICE GUIDELINE
FOR GLOMERULONEPHRITIS

recommend the addition of plasma-
pheresis for patients requiring dialysis or
with rapidly increasing SCr. (I1C)
We suggest the addition of plasmapheresis for
patients with diffuse pulmonary hemorrhage.
(2C)
We suggest the addition of plasmapheresis
for patients with overlap syndrome of ANCA
vasculitis and anti-GBM GN, according to
proposed criteria and regimen for anti-GBM
GN (see Chapter 14). (2D)
We suggest discontinuing cyclophosphamide
therapy after 3 months in patients who
remain dialysis-dependent and who do not
have any extrarenal manifestations of disecase.

(2C)




YTTOoTPOTTH

MpodIaOeTIKOI TTAPAYOVTES UTTOTPOTTHG

HAIKiQ

2 UUHETOXN KapdlayyelakoUu CUOTHUATOC

‘Hma veppik TTpooBOoAN

Ymrapecn PR3-ANCA

AocoAoyia kal TPOTTOG Xoprynons KUKAOPWa@ANIong



YTTOTPOTTN
[TpoyvwoTikn agia Twv ANCA yia mmieavr) uTtoTpoTr TG VOOOoU?

Au¢non N rapapovn Twv ANCA

> TTPOOINOETEI OE UTTOTPOTTN

> QTTAITEITAI OTEVH TTAPAKOAOUBNON
» XWPIG METABOAN aywyng



Kpuoo@aipivaipia
2UOTNMATIKA PAEYHNOVWONG VOOOC N OTToia TTPOCRAAAEI
MIKPOU Kal Jeoaiou peyeBoug ayyeia
Tagivopnon:
Tommoc 1.  MoVvOKAWVIKN Kpuoo@aAIPIVAIUIQ, CUCXETION UE
TTAPATTPWTEIVAIMIQ
Tummo¢ 2. MIKT) Kpuoo@aipIvaldia (MOVOKAWVIKNA Kal
TTOAUKAWVIKN), cuoxETiIon Je NTTaTiTida C
Tommoc 3. TTOAUKAWVIKA KpUOOQAIPIVAIWIA, CUCXETION WE

AEUPOTTOPAYWYIKA VOO UaTa



N
<
@)
o
@)
@)
Q
=
) anp
X o
Wu.
¥ 2
V,l\m
.. O
i< B
> 0 5
,OVG
v W
IU||Y
ccO -
o > O
v C W
amw
Qb E
C 0O O
= = Q
© T 5
O E w
1
!,n
WS ¥
,mnm
In_Vum.
235 a
< U W
X W E

I 4

U

Biowia Negppo




Kpuoo@aipivaipia — QEpATTEUTIKR AVTIMETWITION

Therapy of HCV-related MCS

I Assessment of MCS and of contraindications to IFN-based therapy |
v

Mo contraindications
and mild/moderate MCS

Contraindications to IFN

/ X

Moderate-severe MPGN, skin vasculitis

Mild-moderate purpura ar
Weakness Severe-rapidly progressive MPGN

M_ﬁr&rﬂlgia:th Severe sensomotor neuropathies
ild neuropathy Widespread vasculitis

PEG IFN l
plus ribavirin*
T

LAC diet
Low-medium doses 05 PE + CS +/- CF
+i- other symptomatics
MCS | MCS NON
NON

ESPONDERS RESPONDERS
EEI@

RESPONDERS .‘

!

Antiviral

RESPOMDERS ‘

* Schedule as for non-MC patients
therapy 7




JUMUEPACHOTA

AVYVEUTIOEC MIKPWV QYYELWV:

ouOTNUATIKN TIPOOROAN (WTIKWV OPYAVWV
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