«[uvaika aocdevnc 37 eTwWv UE Ywplaon kKal
oéelar vepptlkn BAabn»

Mrén EAeuBepia , NedpoAoyoc
[.N.A. EvayyeAiopog, NedppoAoylko Tunpa «Avtwviog I, MmiAANg»
AtevBuvtnc 0. ArtootoAou



H aoBevnc umoPAnBnke og Bloia vedppou..

[EVIKEUUEVEG AAAOLWOEL OLVOCOTIEVLIKAG
ewtpyoeldikng onelpaparovedpitidag oto 83% tou
OUVOAOU TWV OTIELPANATWY ME AVATITUEN
npoodatwv KUTTAPOBPLOWV GXNHATIOHUWVY Kal
TUNUOTIKWY VEKPWTIKWY OAAOLWOEWV

‘Hria eupripata onelpapatookAnpuvong (8%)

AtloonpelwTteg AAAOLWOEL CWANVOPLOKAG —
Sdtapeonc vedpitdag







ALQYVWOTLKN TIPOCEYYLON

oBapr} ékmrwon NG vebpukric Aettoupyt ATl OTELP QTG VOO0V amd T yeviki]




Ertimtwon dtadpopwv Hopdwv UNVOELDLKAC
OTIELPALATOVEPPLTLOAC

University of North Carolina Nephropathology Laboratory

Other crescentic
glomerular disease

Anti-GBM crescentic
glomerulonephritis*

Pauci-immune crescentic
glomerulonephritis®

mmune-complex crescenti
glomerulonephritis®

d

All (N = 632) 60% 377/632 24% 154/632 15% 92/632 1% 9/632
Age 1 to 20 years (N = 73) 2% 31773 45% 33/73 12% 973 0% 0
Age 21 to 60 years (N = 303) 48% 145/303 35% 106/303 15% 44/303 3% 8/303

Age 61 to 100 years (N = 256) 79% 201/256 6% 15/256 15% 391256 0% 1/256

JC Jennette ,Kidney International, Vol. 63 (2003)



MnvoeLdbnc oxNUATLOMOC

Mn-g181kN
avtidpaon
o€ Bapla
BAGBN TwV
TPLXOELO WV
ToU
OTIELPAOTOC

AUGON CUVEXELOG TWV TPLXOELO WV

Eloodo¢ otoleiwv Tou mAdopatog (mou
nepllapBavouv kat wvwdoyovo mou
HETATPEMETAL O WIKH ) KAL KUTTAPWVY
(Lakpodaya, T-AepudokUTTapA) OTO XWPO TOU
Bowman kaBwg¢ kal Tnv €KKpLon Tpo-
dAgypoOVWOWY KUTTAPOKLVWV

IXNUOTIOMOC cresents amo evanoBeon WIKNAC,
HOKPOPAY WY, TOXWHATIKWY, EMLONALOKWY
KUTTAPWV, TTOSOKUTTAPWY, OPXEYOVWY
vEPPLKWY KUTTAPWV Kal voBAaoTwY

Normal glomerulus ANCA glomerulonephritis




Jennette, J. C. rapidly progressive crescentic
glomerulonephritis. Kidney Int. 2003




Taéwvounon ANCA- ayyeutidac kata Chapel Hill

CHCC 2012 Name

CHCC 2012 Definition

ANCA-associated vasculitis

Microscopic polyangiitis

Granulomatosis with polyangiitis

(Wegener)

Eosinophilic granulomatosis with
polyangiitis (Churg-Strauss)

Necrotizing vasculitis, with few orno immune deposits, predominantly affecting
smallvessels(i.e., capillaries, venules, arterioles, and small arteries), associated
with myeloperoxidase (MPO) ANCA or proteinase 3 (PR3) ANC

atients have ANCAJ] Add a prefix indicating ANCA reactivity, e.¢., MPO-
ANCA, PR3-ANCA, ANCA-negative.

Necrotizing vasculitis, with few orno immune deposits, predominantly affecting
small vessels (i.e., capillaries, venules, or arterioles). Necrotizing arteritis
involving small and medium arteries may be present. Necrotizing GN is very
common. Pulmonary capillaritis often occurs. Granulomatous inflammation is
absent.

Necrotizing granulomatous inflammation usually involving the upper and
lower respiratory tract, and necrotizing vasculitis affecting predominantly
small-to-medium vessels (e.g., capillaries, venules, arterioles, arteries, and
veins). Necrotizing GN is common.

Eosinophil-rich and necrotizing granulomatous inflammation often involving
therespiratory tract, and necrotizing vasculitis predominantly affecting small-
to-medium vessels, and associated with asthma and eosinophilia. ANCA is
more frequent when GN is present.

2012 Revised International Chapel Hill Consensus Conference Nomenclature of Vasculitides



ALQYVWOTLKN TIPOCEYYLON

Jennette, J. C. rapidly progressive crescentic
glomerulonephritis. Kidney Int. 2003
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[Topela vooou
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AVOOOTIEVLKI] HNVOELOLKN
OTIELpALATOVEDPLTLO




ANCA

Antineutrophilic Cytoplasmic Autoantibodies

® EVAVTLOV QVTLYOVWYV OTO KUTTAPOTIAQCHLA TWV TTOAU LopdOTUPAVWY

Ta duo avtyova-otoxol OTLG ayyeLTIOeg ival

e H mpwtewvaon 3 (PR3) kat
¢ H puelomneupoteldaon (MPO)

e

Avo tumoL otov avooodpBoplopd (Asukokuttopa octabeponolnpeva o€ alBavoAn):

* C-ANCA (Cytoplasmic, d1axutn KUTTAPOTIAQCHUATLKA XPWO)
* 90 % evavtiov NG mpwtevaong 3 (PR3-ANCA), ortavia pmopet va eivat kat MPO-ANCA

* P-ANCA (Perinuclear, xpwon yupw oo tov nupnva)
® 90 % evavtiov tnG puehoumepoéeldaong (MPO-ANCA)

Atumta ANCA

e PBI (bactericidal permeability-increasing protein) , eAaotdon, kaBeivn, Aaktodeppivn
¢ IONE, PA
e ASLleukpiviotn onuoaoia




Octikotnta ANCA o€ dLadpopeC KATAOTAOELC

PR3-ANCA MPO-ANCA \
(mostly cANCA) (mostly pANCA) Other
ANCA-Associated Vasculitis
GPA 75% 20% 5% ANCA negative
MPA 30% 60% 10% ANCA negative
EGPA 5% 45% 50% ANCA negative
\ Renal-limited 10% 80% 10% ANCA negative )
Drug-induced 10% 90% Often high titer, dual positivity for MPO and PR3
vasculitis
Nonvasculitis Conditions
Systemic lupus 2% 10% 10% atypical ANCA
Endocarditis 15% 5%
Inflammatory bowel Negative Negative Atypical ANCA, various antigens: ulcerative
disease colitis (60%-67%), Crohn disease (6%-15%)
Primary sclerosing Negative Negative Atypical ANCA, various antigens: 60%-80%
cholangitis
Cystic fibrosis Negative Negative Atypical ANCA pattern, directed against BPI (90%)

Abbreviations: ANCA, antineutrophil cytoplasmic antibody; BPI, bactericidal/permeability-induced protein; cANCA, cytoplasmic antineutrophil cytoplasmic antibody;
EGPA, eosinophilic granulomatosis with polyangitis; GPA, granulomatosis with polyangiitis; MPA, microscopic polyangiitis; MPO, myeloperoxidase; pANCA, perinuclear
antineutrophil cytoplasmic antibody; PR3, proteinase 3.



2uyvotnta ANCA avaloya UE ToV KAWVLIKO GaLvOoTuTio
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KAWVLIKQ YO paKTNPELOTKA HE Baon TNV edikotnta twv ANCA

XapaKTnPLoTIKO

EMAHMIOAOTIA

FENETIKH 2YZXETIZH

MAG/AN XAPAKTHPIZTIKA

NEOPIKH MPO2BOAH

ANQTEPO ANATINEYZTIKO

KATQTEPO ANATINEYZTIKO

MPOINQ2H

ANTAMNOKPIZH 2TH OEPAMEIA

PR3-ANCA AITEINTIAA

Bopeta Eupwmn, AHEPLKH,
50-70 etwv

HLA-DP
SEPRINA1 (al antitrypsin)
PRTN3 (PR3)

NeKPWTLKA ayYeLTIOA, KOKKIwHATWSNCS PAeypovVn

Mw ofela ekdnAwon

Tuxvotepa

Oti61a, ko\oTNTEC,

Juxvotepa

Kataotpodikég BAaBeg (mapapdpdpwaon pvog
Siknv oéAag)

Juxva avBEeKTLKA VOOOC
Au&nuévog Kkivbuvog UTtOTPOTIAG

-KaAutepn avtanokplon og Rituximab yla OUdeon

MPO-ANCA AITEIITIAA

Notia Eupwrn, Acla
60-80 eTwv

HLA-DQ

NEeKPWTLKA AYVELITION, OXL KOKKLWOTA

Mo ouyvn, Xpovieg BAABeg, Bpadutepn e€€ALEN,
TILO CUXVA UEMOVWUEVN

Alyotepo ouxva
Xpovia rveupovikn ivwon, dlapeon nmveupovia

Jravia

-XelpOtePN pHoKkpoxpovia emiBiwaon (mo Xpovieg

BAABeq)
MKpOTEPOG KiVOUVOG UTIOTPOTING

MapopoLla avtamokpLon oe KukAodwaodauidn kot
rituximab



ANCA apvnTLKn HNVoEeLOLKN
OTIELpALATOVEDPLTLO

~10% aoBevwv pe KAWLKA Kol TTatBoAOYyOOVATOMLKA XOPOLKTNPLOTLKA
oupPoata pe ANCA ayyetitda mapapevouv ANCA apvntikol




ANCA apvnTLKr ovoOOTEVLIKN LNVOELOKN 2N

Table 1 | Studies that compared patients with ANCA-negative or ANCA-positive pauci-immune crescentic glomerulonephritis

Study Location Number Characteristics of ANCA-negative patients vs ANCA-positive patients
and design of patients (% - : : =
g L ( Mean age (years) trarenal manifestatio Renal manifestations Outcomes
without ANCA) -
and sex ratio
Hedger et al. UK, population-| 35 (27) Comparable age, Lower prevalence of Comparable histologic Comparable
(2000)8 based 0.95 men:1 woman upper-airway involvement findings and prevalence of
vs 1.39 men:1 (47% vs 69%) patients requiring acute
woman dialysis
Eisenberger France, 20 (unknown) Unknown Lower prevalence of Chronic lesions, including  Comparable
et al. (2005)°# three-center ear-nose—throat involvemeng  interstitial fibrosis and
glomerulosclerosis, were
more severe
Chen et al. China, 28 (33) Younger age Lower prevalence of Higher level of proteinuria, Poorer renal
(2007)° single-center (39.7£17.0vs constitutional symptoms (e.f. more-severe glomerular outcome
57.6+14.0), fever, weight loss, myalgia a||d lesions
comparable sex ratio] arthralgia) and of lungs, eye
and ear-nose-throat
involvement
Hung et al. China (Taiwan),{| 15 (38) Younger age Lower prevalence of systemfc  Lower prevalence of acute  Marginally
(2006)* single-center (45.1£13.5vs \mm.as.u.m.zzz% ! glomerular lesions and poorer renal
59.1117.6), higher prevalence of outcome
c
Shah et al. USA 2015

22(17
L (17)




OepameLd — VEVIKEC APXEC

e ITOXOC: MANPNG Udeon
arnouoia evepyol vooou (6nAadn amouvacia ormolacdrmote KAWVIKAGS ekONAwoncg mou amodidetal
o€ ayyeLtda

e Mnopet va eniteuxBel oto 70-90% Twv acBevwyv HETA TNV ap)Lkr Bepamneia

e AvefdptnTtol MaPAYOVTEC amoTuyiag: yuvalkeio puAo, eBvikotnta, coBapn veppiki BAAPN katd TN
dtayvwon, MPO-ANCAs



OepameLd — VEVIKEC APXEC

<<Nedpkn>> 0deon: otabepormnoinon n kat BeAtiwon vedpLknC Asltoupyiog -amovoia oToelwy
gevepyoU dAeypovic, dnAadn <5 epuBpa kom

Mepwkn Udeon: MNapoucia SUopopdwv epubpwyv, e N xwPLg EpuBpokUTTAPLKOUG KUALVOpOUG,
napd tn BeAtiwon f tn otabepomoinon tng vedplkng Asttoupylag kot tnv amouvoia e€wvedpplkwv
ekONAWOEWV evepyou ayyelitidog

MpoUmnoBeon n aneédptnon anod tnv alpokdBapon!

Alakplon evepyou vooou amo pn avaotpePun BAABN: AoUUMTWHATIKOC al0BEVAC LE EUUEVOUOA
Aeukwpatoupia kol vePpplkni avemapKkeLa, Xwpic evepyo i{npo ovpwv
KaBopLopdg evepyotntag vaoou (ry Birmingham Vasculitis Activity Score)

» Xpnlouv Bepanciag pe avoookataoTaAtikA 60Aot oL aacBeveic pe onelpapatovedpitida,
vOoo amnelAntiki yia tn {wn R 6pyavo



non-organ threatening disease

!

methotrexate or
mycophenolate mofetil
with glucocorticoid

New diagnosis of ANCA-associated vasculitis

A 4

organ or life-threatening disease

cyclophosphamide or rituximab

with glucocorticoid

Rapidly progressive renal failure
or
Pulmonary haemorrhage

I
v

Consider plasma exchange

-> Remission

Azathioprine or methotrexate or rituximab
continue glucocorticoid taper (see text)

!

3 ™
After 2 years
taper azathioprine or methotrexate
L stop rituximab )

-

k4
Refractory

*Seek expert opinion
*Re-evaluate diagnosis
*Optimise treatment
«Consider other drugs

Relapse (see text)




BLOAOYLKOL TTOLPAYOVTEC



AveruBupuntec 6pAOELC BLOAOYLKWV
OPAYOVIWY

Tl')T[OQ o Avtdpaocelg oXeTW{OUEVEG LE KUTTOPOKIVEG KOl
oUVOPOUO ATEAEVOEPWONG KUTAPOKIVWV

TL')T[O(; B AvUSPAOEL AUECNG KOL ERUEDNG
unepevalodnoiag

TL')T[OQ Y AvoolaKkn amokALlon (avoooavemApKELQ,
oautoavooia, Statapaxn avaloylag KUTAUPOKLVWV)

Tl')T[OQ 6 Awaotaupolpeveg avtlOpAoELS

TL')T[O(; €  Mn avoooloyLkeG avTidpAoELS

coawse” & Hal
Abatacept 8 1cr
cozs

CD20
TACI
<

BCMA | IFN-y

BAFF-R e
—_ e « ©APRIL

cell ‘ ) BAFF

\. [ elimomab |
AN

Etanercept
Infliximab
Adalimumab
Golimumab
Certolizumab

RF, ACPA

-
3
| TNF-ct I

Bone marrow ;
stromal cell
EE g

J Allergy Clin Immunol 2016




Ertaywyn autoovooloc amo Touc BLOAOYLKOUC
OO AYOVTEC

- ¢ ATIOTITWON KUTTAPWV Kal aneAeuBepwaon avilyovwy
/,// , , , e Alatapaoyn otnv avaloyia kutapokikvwy ( TNF/INF)
o M n)(OLV Lo |J.OQ OXL T[An pwq eAvicopporia petatt Thl kat Th2 avoGoAoyIKAG amavtnong Kot Ue
,// ’ tdon npog tnv Th2
e 6 LEV Kp VIO U.EVO q eEvamndBeon avocooupmAeypdtowy anti-TNF-a/TNF-alfa kat
/ £VEPYOTIOLNON CUUTANPWHATOG KAl avTidpaon unepevacdnoiog
/ tumou Il
/ e
y
/ I
/ / AUTOQVTLOWMOTO
/ *31-63 % infliximab, 16-51% adalimumab, 12-48% ot aoBeveig pe PA
ANA, anti-dsDNA,

e Ae oxetilovtal mavta Ue avantuén vooou

QVTLKOP S LOALTTLVIKAL

| /
\ \
\ JUOTNUOTIKA KoL OPYOVOELSLKAL
K QUTOAVOOO Voo uaTa

J Allergy Clin Immunol 2016



KUpla avtoavooa voonuota oxeTllopeva e BLoAoyLKkoUC TopAyOVTEC
BIOGEAS Registry

Table 1
Charactenistics of the main autoimmune diseases associated with biological agents (BIOGEAS Registry, last update July 15, 2009).

Reported cases Mean age + SEM Female Underlying disease: Biological agent:
(n) (years) (%) RA, Sp, IBD INF, ETA, ADA, other
(%) (%)
a) Systemic autoimmune diseases
*DIL 140 49.51 + 168 £ 72111 37,33,25,6
* Vasculitis 139 51.55+ 268 79 92,7,.8 43,42,7,7
« APS/APS-like disease 42 50.00 +3.79 70 26,11,26 45,41,5,9
+ Sarcoidosis 38 4941+ 205 65 60, 37,0 26,61,10,3
b) Organ-specific autoimmune diseases
* Optical neuritis* 123 4347 +£329 63 37,17, 25 43,49,7.1
« Interstitial lung disease 118 62.79+ 198 T4 77,6, 4 43,47,3,7
« Inflammatory ocular disease 87 4596 +2.16 81 41,480 18,79,2,0
* MS/MS-like* 55 4283+199 70 59,17, 12 20,51,27,2
» Peripheral neuropathies” 44 5247 +2.16 66 61, 16, 16 74,12,14,0
+ Autoimmune hepatitis 19 4524 + 283 76 32,47, 21 79,10, 10,0

DIL: drug-induced lupus; APS: antiphospholipid syndrome; MS: multiple sclerosis; RA: rheumatoid arthritis; Sp: spondyloarthropathies; IBD: inflammatory bowel disease;
INF: infliximab; ETA: etanercept; ADA: adalimumab; SEM: standard error of the mean.

* Eight patients had the two processes.

® Excluding those appearing in patients with vasculitis.

Ramos-Casals M, Roberto-Perez-Alvarez, Diaz-Lagares C, Cuadrado MJ, Khamashta MA; BIOGEAS StudyGroup.
Autoimmun Rev. 2010;



AyveLTtido emayopevn amo Bloloyikouc
A PAYOVTEC

Iable 1  Cases reported in the world medical literature
Trials Number  Patient characteristics Drugused Type of vasculitis
oTrR) s
Ramos-Casals et al. 118 80% RA 85% skin vasculitis
(BIOGEAS) 570 SySICITIC VasC
Cestelli etal 1 Patient with RA ETN Systemic vasculitis
receiving BT for 2 years
Sokumbi et al 8 63 % skin
(Mayo Clinic) 12% Cr 25 % systemic
38% UC 13 % ADA
Mariani et al. 2 1 RA ADA Takayasu arteritis
1 SPA GLM
Gutiérez-Gonzdlez LA 3 2RA 67 % IFX 33 % necrotizing
(BIOBADAVEN 1 Crohn’s 33 % ADA  vasculitis
67% MPA
Jani et al (BSRBR-HA) 72 All RA 20% skin/nail
7% tombotic
S 7% neurologic
3% renal
7% ANCA

2% Alveolitis(%)

Inclusion cnitena

Adjuvant therapy

1as

Chapel Hill

Consensus critena
PET

Histopathology

Arnteriogram

Histopathology

BT suspension + CET

CYCHCET

BT suspension + CET

BT suspension + CET

PEX+ CYC

-

Biological Therapy-Induced Systemic Vasculitis Curr Rheumatol Rep 2016
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Kuplw¢ LELOVWUEVEC TIEPLITTWOELG KLl
VOO POULKEC UEAETEC OE ULKPEC OELPEG
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Ayyeutida emayopevn amno BLoAoylkouc
OO ALY OVTEC




Nedpikn BAABN emayopevn amo BLOAOYIKOUC
OO AYOVTEC

] 29 neputtwoel o aocBbeveic pe PA, SpA, PsA |

e Mepovwuévn vedpikni mpocoBoAn 44.8%

e MIN, Meo 2N (+- IgA), MCD, unvoeidikn 2N, diaueon veppitida
e Juotnuotikn ayyetitida 41.3%

e Mnvoedikn ZN 70 %
e Lupus-Like 13.9%

ETN > ADA > I[FX > TCZ, ABA

Awakortr) tapdayovta oxeS0OV o€ OAEC TIC TIEPUTTWOELC +
OVOOOKOTOOTOAN

Mepkni ewc mANpn¢ Udeon 25-75%

Piga et al, 2014 Autoimmunity Reviews



MEeAETEC yLa TNV EKTLUNON TOU Kvduvou avarmtuénc ayyetitdbac — 2EA o€
aoBevelc mou Aapfavouyv anti-TNF

Type of Diseases Outcome Events on Median time to Estimation
References study evaluated studied TNFi agent TNF (n) event (months) Controls of risk
De Bandtetal Case series RA LLE INF, ETA 2 INF (9), ETA (4) None Denominator based on un-
58] published company
reports
INF 15/7700, 0.19%, ETA 7/
3800, 0.18%
Flendrieet al. Prospective cohort RA All cutaneous INF, ADAL LLE (1), For all cutane- RA patients not OR of a dermatology refer-
[59] study events ETA VLE (5) ous events (9) on bidogics ral was calculated in TNFi
including For vasculitis- users vs non-users
LLENVLE cutaneous OR=2.26 (95% CI: 1.46,
events (12) 3.50) \
LLENVLE risk
Lee et al. [60] Observational clin- RA, AS, All cutaneous INF, ADAL, LLE (O) Not specified None One patient /
ical study (single PsA events ETA VLE (1) cocytoclag , ,
odnire e » 15/10000 aoBeveig- €N
Gronhagenet  Swedish ulation All SCLE Not specified 4 2 months Swedish OR cases: ¢ 4 !
ot saae contin P e Cii6 a7 *  YynAotepog to 1° €10G
study (SCLE only) population ’
Takase et al Observational RA LLENLE INF, ADAL, LLE (3 LLE (26) None Not formally eEpaT[E [ac
[34] single-centre UK- ETA VLE (2) VLE (mean, 454 patien , ,
vaser S rapy eV °
v e Zuoxetion opoBetikn PA
Moulis et al. French pharmacov- RA, AS, PsA, LLE INF, ADAL, ETA 39 11 Postive contral  Association Q L
(53] iglance study IBD isoniazid, lupus: RO /& LOPKE Lo/ Evepyotnta
negative 5.50, 10.83
control portionalit
paTECeTETTot 4
fJani et al. [55] Prospective obser- RA LLENLE INF, ADAL, ETA, LLE (54) LLE (14) nbDMARD-trea- LLE crude incidenteTa
vational study CERT VLE (81) VLE (12) ted cohort 10/10,000 pan‘em-yr:ms\‘
in TNFi cohort 1

Adjusted HR for LLE in TNFi-
treated cohort compared
with nbDMARD: 1.86
(95% CI: 0.52, 6.58)

VLE crude incidence rate: 15/
10 000 patient-years in
TNFi cohort

Adjusted HR for VLE in TNFi-

\ treated cohort compared }

with nbDMARD: 1.27 (95%
ol- 040 4 (\Q /

Meghna J et al, Rheumatology 2018
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