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OvopuaTtoAoyia

W

IToA\a ovoparta otr) Owebvr) PipAoypagia...
o “IgG4-related systemic sclerosing disease”
o “IgG4-related autoimmune disease”
o “IgG4-related systemic disease”

o “IgG4-positive multiorgan lymphoproliferative syndrome”

o IgG4-related disease (IgG4-RD)
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ABpolopa KAMVIK®V eKONA®oemVv 1ov Bempoovvtav
oxetiopeva Kat popafoviatl Kowda KAWVIKA,

nnaoAoyoavatopikd Kat OpoAOyIKd evprjpatd
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Kolv& xapaktnpIoTIKA TTPooREBANUEVOU OpyAvou
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KAwwa
Oykopoper Oloyk®on
Iotonnaboloywa . ,
NEPUPOTTAACUATOKUTTAPIKA
*  'Evtovn AepgonAaopartokvttapikr) dwubnon mhovowa oe I1gG4 (+) 3IBnon Kai ivwaon o€ TIVeupova
IMAAOPATOKOTTAPd ——

Extetapevn tvwon xata otoPadeg

Ox1 mavta napovod oe IPooPolr] olehoyovav & Aeppadevov
Anoppaxtikr) pAeBitida (Ot mavta)
[Tapovoia n@ovoPiA@Vv (Oxl eKTETAPEVT))

Opoloyika
M IgG4 oto 60-70% 1wV aobevav

SHA R o
ATTOQPOKTIKI QAERITIOO 0€ pada
Moutsopoulos, Fragoulis, Stone, UpToDate pecoBwpakiou

IgG2 & IgE otov 0po tov atpatog



NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
XapaKTnpIoTIKA
Opog

TABLE 3. Differential Diagnosis in Patients With Suspected IgG4-Related Disease Associated With Elevated
Serum lgG4 Levels® "'

\J
/]\ IgG4 (N 60% TV C[OGEV(DV) No. of No. of patients Percentage of
patients with serum IlgG4 patients with 1gG4
Disease tested levels =135 mg/dL levels > 135 mg/dL
Sjogren syndrome 284 2 17
* > 135 mg/ dl Pancreatic cancer 153 8 52
Systemic lupus erythematosus 122 17 139
Rheumatoid arthritis 83 12 145
» Oyt anoAvta ed1ko evpnpa Bifary tract cancer o ! 62
Chronic pancreatitis 45 2 44
Systemic sclerosis 44 3 6.8
Liver cirrhosis 22 2 9.1
v Wegener’s/ Churg-Strauss Chronic hepatits 21 | 48
Castlernan disease 16 7 437
Hypereosinophilic syndrome 6 2 125
v Z(IpKOSi6(DOI] Interstitial lung disease 12 4 333
Behcet disease 10 | 10
Eosinophilic granulomatesis with polyangiitis 7 5 714
’ Asthma 7 | 14.3
v CaStleman S Inflammatory myopathies 6 | 6.7
Antiphospholipid syndrome 5 | 20
Mixed connective tissue disease 5 0 0
v  AN\a / VSOH)\GOiEg Microscopic polyangiitis 5 I 20
Healthy controls 17 | 1.3

SI conversion factor: To convert mg/dL values to mmol/L, multiply by 0.0259.

= 2Zoyva M IgE

Stone J et al Mayo Procced 2015
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NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
[MaBoguoloAoyia: ANepyYIKN avTidpaon ) AuToavoaoia

B

W
“AMepywn” avtidpaon? Avtoavooia ?
MaM\ov oxt..... - 2DOYETION

+» HLA DRB1*0405

N Th2 xottapoxkiveg + HLA DQB1*0401
+ PBMCs - Ynapén
+ loto » AvTuropnvikov
A IgE + ANV avTioopatov
v RF
PYLES v Aaxtogepivng
Hoowoguhia v Kappovung avodpaong

Ota et al, Immunogenetics 2007; Zen et al. Hepatology 2007; Bateman et al Histopathology 2009



NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)

[MaBoguaoioloyia — IgG4 avTicwpaTa

B

Avyotepo amo 5% tng oAwr)g IgG ota vyu) atopa

Aev poodevel To copnAnpoOpa

Ixavotta yua “Half-antibody exchange reaction”

Xwpig maboyevetuko polo

MaM\ov em@atvopevo

IL-4 (class switching)

A Symmetric homobivalent antibodies released from plasma cells B Intra-heavy chain disulfide bond formation
Homobivalent antibody

nnnnnnnnnn

D Asymmetric bispecific antibody formation
(Fab-arm exchange)

C Fc-Fc interaction with other IgG4 antibodies

Half-antibody exchange reaction

Stone JH et al NEJM 2012



Nooot oyetilopeveg pe tnv avoooo@aipivn G4 (IgG4RD)
[IaBogvotoloyia

Help to B cell

Proliferation

Differentiation and

Hypermutation . .
Tfollicular helper cells: IL-4 production
¥ 9G4 and germinal center formation
shotived 27 CD4 cytotoxic cells (IL-1, TGFb, IFNy)
plasma cell
—@®.0
. ; Perforin i
Granzyme A/B ;zr;ﬁ;:,vs; Memory B cell

Granulysin |

Class switching to IgG4

Maehara et al 2019
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NOo oI oXETICOpEVES ME TNV avooooalpiv G4 (IgG4RD)
KAIVIKEC EKONAWOEIC

B

R R R ——————————————————
- IToAvopyavikn ipooPoAr): 40 - 60%, coxva pie cLVOdd COPITHATA

(xomwon / anwAela Papoug)
- AN\epyta/aobpa: ~ 20%
- Aegppadevonabeia > 20%

- Eivat dvvatov va npooPalet OAa ta opyava

Moutsopoulos et al., UpToDate 2016; Soliotis et al. Clin Exp Rheum 2014



Pituitary gland
Headache, visual field
deficit, lactation,
diabetes insipidus
(IlgG4-related
hypophysitis)

Thyroid
Neck tightness,

Lacrimal gland
Swollen upper eyelids, dry eyes
(lgG4-related dacryoadenitis)

Salivary gland
Swollen submandibular portions, dry mouth
(IgG4-related sialadenitis)

malaise, oedema Respiratory tract )
(lgG4-related Cough; similar to bronchial asthma
thyroid disease)

Kidney
Often asymptomatic;
hydronephrosis in renal

Lung hilum involvement

Cough, often (IgG4-related kidney disease)
asymptomatic
(lgG4-related Retroperitoneal cavity

lung disease) Fever, malaise, aneurysm

in cases with periaortitis

Bilary tract (lgG4related retroperitoneal
Obstructive fibrosis)
jaundice
(IgG4-related Pancreas
sclerosing Upper abdominal
cholangitis) discomfort,
obstructive jaundice,
impaired glucose
Prostate gland tolerance
Frequent (type | autoimmune
urination, pancreatitis)
feelings of '
residual urine
(Gareltes Lymph nodes
prostatitis) lymph nodes
(IgG4-related
lymphadenopathy)

Yamamoto et al Nat Rev Rheum 2013
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Avtoavoor naykpeatitioa (tomovo I)

ZXANPLVTIKY YoAayyeutida

2ZxAnpovtikn) otaAadevitoa (Nooog Mikulitz 1) oykog Kiittner)
Aaxpooadevitioa

Omoboniepttovaikn) tvwor)/meptaoptitida

Awapeon veppitioa

Agppadevonabela

Eivat dvvatov va ipooPailet OAa ta opyava



NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
Autoavoon lNaykpearitida TUTTOU |

H 110 ouvABNn¢ KAIVIKA ekOAAwON
2% TWV XPOViwV TTAYKPEATITIOWV
AA: Ca TTaykpeaTog

¢ By ammapaitntn!!

¢ 1gG4 opou: pn erapkn yia AA
US/CT

¢ [lepI-TTAYKPEATIKI) AAWG

¢ AlGYUTN 1 TUNMATIKR OIOYKWAON TOU
TTayKPEATOC (sausage-like appearance)

¢ [TOANQTTAEG OTEVWOEIC TTAYKPEATIKOU TTOPOU
ME METAOTEVWTIKEG OIQTACEIG

Kamisawa et al. Am J Gastroenterol 2001

¢ WeudoKUOTEIC KAl AOBECTWOEIC: OTTAVIES
Zhang et al. Mod Pathol 2007
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Autodvoon lNaykpeatiTida TUTTOU |

B

Avtoavtioopata otov 0po v acbevav pe Avtoavoor Ilaykpeatitda

‘Evavri:

Aaxtopepivng (73%)
Kappovikng avodpdong I, Il and IV (50%)

[MTpwteivng mpoodevovoag oto maoptvoyovo tov H. pylori (90%)

Aev €xouv eTIRERBaIWOET 0€ HEYAAEC HEAETEC. . ..
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Avtoavoorn naykpeatitda (tomnoo I)

2ZKXANPOLVTIKI] YOAayyeutida

ZxAnpovtiki) otaAadevitda (Nooog Mikulitz 17 oykog Kiittner)
Aakpooadevitidoa

OmoBonepttovaikn tvwon/ mepraoptitidoa

Awapeon veppitida

Agpgadevonabeia

Bovpeoeditidoa Riedel

Eivat dvvatov va nipooPallet oOha ta opyava



NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
2 KANPUVTIKA XOAQyVEIiTIOO

- 2oxva (~70%) padl pe avtoavoor DayKpeatitioa
- [Mayovon toly®patog YoANQopmVv KAt OTEVOOELG
- lotoloyia
¢ ITAaopatokovtrapikn du)bnon
» [gG4 dinbroetg

+ Tvoon)

XoAQyYEIOKAPKIVWHO

[MpwTOTTABC OKANPUVTIKA XOAQyYEIiTIOO

Takuma et al. Curr opin in Rheum 2011
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B

wl

. NMpwToTraBng ZKANPUVTIKA 2KANPUVTIKN
XapakTnpioTika XoAayyeliTida XoAayyeliTida IgG4
N Emitreda IgG4 (0pdg) otravia (10%) auxva
AinBnon ato IgG4 STIAVIA TUYVH
TTAQOHATOKUTTOPO
2 UMMETOXN TTAYKPEATOG oTravia ouxvi
AvTattokpion o€ Ovi Nai
KOPTIKOOTEPOEION X
2.XEON ME PAEYHOVWON Na AGBEVAC
VOOO EVTEPOU
ZXEON L Nai Ox
XOAQYYEIOKAPKIVWHO
[Mapouagia p-ANCA 2.UxVN 2TTavia

Biornsson et al. Hepatoloagy 2007
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Avtoavoon naykpeatitda (tomoo I)

2ZKANPOLVTIKI] XOAayyeutida

ZxAnpovtikn) otahadevitda (Nooog Mikulitz 1) oykog Kiittner)
OmoBomnepttovaikn tvoon/mepltaoptitioa

Awapeon veppitida

Agp@adevoriabela

Ouvpeoetditda Riedel

Eivat dvvatov va nipooPallet OAa ta opyava
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2 KANPUVTIKN olaAadeviTIOA

2UYXEETAI ME TO O. Sjogren |
Néoog Mickuliz E“‘i“‘;‘o}‘owm
L T " & e & >

¢ PeOTAKEG

“

KAwwa
¢ 2ovi0ag padi pe aMeg IgG4 exdbnAwoetg
¢ ALOYK®O1 OleAOYOVOV (00VI0mG APP®)
¢ Enpootopia
¢ TpayxnAwr) Aepgpadevonabera (>60%)
Oykog Kuttner «  Epyactnplaxd
M o M IgG4, IgE opov
0 Ymepyappao@aipvatpia
o Vv C3/C4
o ANA, RF (~25%)

= lotoloywa
o I1gG4 (+) plasma > 30/ hpf
0 Tveon (Kittner tumor)
0 Anogpaxtiki) gAepfitida (Kiittner tumor)

Fragoulis GE, Zampeli E, Moutsopoulos HMM, Oral Dis 2016
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2 KANPUVTIKA oloAadeviTida — AA ye 0. Sjogren

Xapaktnplotika YovOpopo Sjogren YxAnpovtikn otedadevitida (IgG4RS)
Emionpuioloyika

OO (I:A) 9:1 1:2.5

Opoloyika

Emineda IgG4 (>135mg/ dl) (PLOLOAOYIKA oynAda (~90%)

Enineda IgE dovolohoyika Zov)fog vynha
Peopartoetdng napdayov (+) ~ 60% ~25%

Avturiopnvika avtioopatd (+) ~90% ~25%
Anti-Ro(SSA)/La(SSB) (+) ovYVd onavia

KAwika

Avtoavoorn naykpeatitida Kat aNAa onavia napovia

xapaktnprotika tng IgG4-RD

AlWOYK®O1 OlEAOYyOVaV vriotpomiafovoa (~ 30%) gppévoLoa

ApBpalyieg ~75% ~15%

Kivdvvog Aepgpopatog ~5% Ayvootog

AvVTArokplon otd KOPTIKOELO!) N/A Nat

Iotoloyika

[gG4+ m\aopatokvtrapa Anovta > 30-50/hpf

Tvwon Eviote mapovoa 2ovnfwg évtovn (storiform)
Ano@pakTtiki eAeitida Arniovoa ~ 30%

AneiKoviotika

Yrepnxog Yronyoyeveig rieployeg pe AKTo®TO Kat o{mdeg IPOTLIIO OTOVG LITOYVAdiovg

DIIEPT)XOYEVELG YPARPEG OTHV
napotioa

adéveg

Fragoulis, Zampeli, Moutsopoulos, Oral Dis 2016
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Ig(G4-Aortitis/ Periaortisis/ Retroperitoneal fibrosis

IgG4-ITAA

IgG4-heart

IgG4-arteritis



[gG4-aoptitioa

B ——————
+ IgG4-aoptitida

¢ 8% tov aobevav pe IgG4-RD

¢ 65-70 etV

e A=0

¢ ~10% amo T pn Aopwdelg aopTitideg
¢ Owpakikn:kolak, 2:1

¢ 20vr|0mg oovonapyel avevPLOPA
Owpaxikng

¢ 7% T®V AVeELPLOPATOV OOPAKIKIG
qopg

¢ 1-5% tov PAaPov g Onpakikng
AoPTI|G IOV €5ALPOLVTAL XEIPOVPYUKA

Stone JH et al Arthr Care and Res 2010
Koo et al Int J Rheum Dis 2010



[gG4- xpovia mepyaoptitioa (CP)

"N NV N

o 1 gG4—CP M4

o 20-30% tv aobevov pe IgG4

¢ 60-70 etV

Type2a
Abdominal aorta involvement A

Abdominal aorta and
xillary artey involvement

o Appev @OANO

¢ Owpaxikr):KoAtakr), 1:2
* 2ovnbwg Katwbev T@V veppkmv

¢ Avevopoopata oe 30%

* 20-60% TtV PAeyPOVOO®V AVELPLOPATOV NG
KOW\AKIG AOPTI)g

* 5% OA®V TV aveLPLOPATOV TNG KOWIAKIG
aoprrg

Nikiphorou et al J autoimmune 2020
Peng et al Arthr Res Ther 2020



IgG4-retroperitoneal fibrosis

3-20% tev acBeveov pe [gG4-RD

30-60% twv aobevwv pe RPF

60-70 stV

Appev @OANO

Mropet va ennpealoov 1) OXt TV dopTr)

Nikiphorou et al J autoimmunity 2020



IgG4-aortitis/CP/RPF

e ——ee—————————

» Khwvika
¢ Mn) el0ka (mOovog ot paxn, KOI®or))
¢ 2Zoyva alepyleg/aobpa
¢ 50-80% exdnAwoelg kat aro ala opyava

» Opoloyka
- N 1gG4

- N OelKTEG PAEYIOVI)G OTOVG IIEPLOCOTEPOVG

- Eviote ANA

Kasashima et al Curr Opin Rheum 2011



NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
[MepiaopTiTIdOO - XAPAKTNPIOTIKA

- Iotoloywka

- MgG4 mhaopartoxkvtrapa

« Aortitis
- >50 IgG4/hpf
. 1gG4/1gG >50%
- 1gG4-RPF
- >30 IgG4/hpf
- 1gG4/1gG >40%

- Tvwon (storiform)

- N Hoowoep\a

-« Anog@paxtikr) Aepitida

- Oyt mavia mapovia oy
QY YELAKT| TIPOOPOAT)

Kasashima S, Zen Y. Curr Opin In Rheum 2011



IgG4-aortitis/ CP/RPF

AA
w
» ARD
o Takayasu
' o GCA
+ Aowpwéelg L RA
¢ Syphilis o Behcet's
e Staph aureus 0 AAV
Ger p . o Cogan syndrome
¢ otr Pneumoniae o Ankylosing Spondylitis
¢ Tuberculosis o Relapsing Polychndritis

¢ Salmonella » ANa
o KakonBeteg (Broyiall)
a0 ®appaxka ~ RPF

v Methyldopa
v' ergotamine

0 AfBnpookAnpetika avevpvopata

Stone J et al Card Path 2015



IgG4-RD beyond aorta

Arteritis

+ 6-10% IgG4-RD
+ Appev pvlo

+ 70-80% mpooPoAr) xat aAkov
OpYavoL

+ Aptnpiec>>>pAePeg
+ ITayovon ayyelakoo Totywpatog

e Avevpvopata/otevmoelg

+ 2ovnbag T deikteg pAeypovrg

Artery involved Frequency (%) in patients Frequency (%) in patients Reference
with 1gG4-RD with 1gG4-RDV
1
v AICIY VOI) lliac 10.7-21.1 56.9-70.8 [9, 10, 17]

Coronary 1.3-5.0 9.1-154 [11,13,17]

® CT/ MR anglography Carotid 0.5-1.9 34-231 [10,11]
Pulmonary 1.3 154 [11]
Mesenteric 1.0 6.7-8.1 [10, 17]

® PET Subclavian 0.3 22 [10, 11]

Fragoulis GE et al Clin Rheum 2021
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NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
IgG4 NeppiTida

2ov0wg peonAikeg avopeg
Kupiwg drapecoomAnvapiakn veppitida
ZIavid IIPooPoAr) Orelpapatog

- MeoayyelobnepnAaotixr)

- MepPpavwdng
Zoyva oovonapyoov kat aleg IgG4RD ekdnAwoetg
Opoloywa

Xapn\o copmipepa

Iotohoyia

- Aubnon ano IgG4 nmhaopatoxkvttapa

- Tvwon

-
3 - g
» ﬁ T
~ 5
- 2 ~
1 -

Murashima et al. Am J Kidney Dis, 2007
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NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
NeUpadevoTTadEIa

W
Aeppadeveg

= Yvyvot (~ 70-80%)

= Tomkot 1] anopaxpvuopevol

Meéyebog: 1-5 cm (ovvrOwg 2cm)

2ovbwg avadovot, palakoti

[TeplooOTtepeg LIIOTPOTIEG

= 'Exovv neprypaget 5 1otoloyikot tonot

- >60% amno ta dubovvta mhaopatoxvtrapa stvat IgG4 (+)
Hoowogihkr) duyonon

. Anovoia storiform fibrosis
Sato et al. Mod Pathol, 2009

Takanashi et al, Rheumatology (Oxf) 2021



NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
2.XE0N UE VEOTTAQCIEC KAl AIJATOAOYIKEC KOKONOEIEC

P

e
IgG4-RD

= N xivduvog yla veormAaocieg COPIAY®V OPYAVOV

* AvTikpovopeva amoteéopata

= N mBavotnta ywa epgpavion IgG4-RD peta ano veonlaotleg copnaymv

OPYAV®OV

= [TiBavag P xivdvvog yia atpatoloyikeg Kaxkoroeteg
+ Non-Hodgkin Aeppopa
» Alyeg peleteg

Wallace ZS et al Arthr Rheum 2016
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o KAhwvikég exdnAmoetg

o Oepameila



NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)

Al0yvwOoTIKA KpITAPIA

IIpooPoAn opyavoo (1)
= ALOYK®OT)] (11.X. IIAYKPEAS, TAPDTIOLS)
= Mass lesions
Opés (2)
- IgG4 > 135 mg/dl
IotonaBoloyia (3)
= Au)Onon ano IgG4 + mhaopatoxvttapa
= >30 IgG4+/hpt (mowihet avaloya Tov 10Tov)
= Tvwon (storiform)

= Ano@paxtikr) pAeBitida

Definite = 1+2+3
Probable = 1+3
Possible = 1+2

Carruthers et al Curr Opin in Rheum 2011
Umehara et al Mod Rheum 2012



IgG4RD criteria

+ TToA0 mpoogata

» EoawoOnowa: 97 %

+ Ewdwotta98%

+ Validation

+ 4 steps
Criteria
The 2019 American College of Rheumatology/European League PDF
Against Rheumatism classification criteria for I[gG4-related disease

Matenal

6

> Jean-Francois Dicaire ©,

Zachary SWallace ', Ray P Naden 2, Suresh Chari 3, @ Hyon K Choi #, Emanuel Della-Torre
Phillip A Hart 3, Dai Inoue 7, € Mitsuhiro Kawano &, Arezou Khosroshahi ®, Marco Lanzillotta '°, Kazuichi Okazaki ', Cory A
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Step 1
Entry

Step 1. Entry criteria

Characteristic* clinical or radiological involvement of a typical organ Yest or No
(eg, pancreas, salivary glands, bile ducts, orbits, kidney, lung,

aorta, retroperitoneum, pachymeninges or thyroid gland

(Riedel's thyroiditis)) OR pathological evidence of an inflammatory

pracess accompanied by a lymphoplasmacytic infiltrate of uncertain

aetiology in one of these same organs



Step 2 - Exclusion

Step 2. Exclusion criteria: domains and items#
Clinical
Fever
No objective response to glucocorticoids
Serological
Leucopenia and thrombocytopenia with no explanation
Peripheral eosinophilia

Positive antineutrophil cytoplasmic antibody (specifically against
proei or myeloperoxidase)

Positive SSA/Ro or SSB/La antibody
Positive double-stranded DNA, RNP or Sm antibody
r disease-specific autoantibody

Cryoglobulinemia
Radiological

Known radiological findings suspicious for malignancy or infection that have not been
sufficiently investigated

Rapid radiological progression
Long bone abnormalities consistent with Erdheim-Chester disease
Splenomegaly

Pathological

Cellular infiltrates suggesting malignancy that have not been
sufficiently evaluated

Markers consistent with inflammatory myofibroblastic tumour
Prominent neutrophilic inflammation

Necrotizing vasculitis

Prominent necrosis

Primarily granulomatous inflammation

Pathologic features of macrophage/histiocytic disorder
Known diagnosis of the following:

Multicentric Castleman's disease

Crohn's disease or ulcerative colitis (if only pancreatobiliary disease is present)

Yes or No§



Step 3

Inclusion (weighting and domains)

w

Step 3. Inclusion criteria: domains and itemsY

Histopathology

Uninformative biopsy 0
Dense lymphocytic infiltrate +4
Dense lymphocytic infiltrate and obliterative phlebitis +6

Dense lymphocytic infiltrate and storiform fibrosis with or without obliterative phlebitis  +13
Immunostaining™* 0-16, as follows:

Assigned weight is 0 if the IgG4+:1gG+ ratiois 0%—40% or indeterminate and the number of
lgG4+ cells/hpf is 0-9.4%

Assigned weight is 7 if: (1) the lgG4+:1gG+ ratiois =41% and the number of IgG4+cells/hpf is 0-9
or indeterminate or (2) the lgG4+:1gG+ ratiois 0—40% or indeterminate and the number of 1gG4+
cells/hpf is =10 or indeterminate.

Assigned weight is 14 if: (1) the lgG4+:1gG+ ratiois 41%—70% and the number of IgG4+ cells/hpf
is =10 or (2) the IgG4+:1gG+ ratiois =71% and the number of IgG4+ cells/hpf is 10-50.

Assigned weight is 16 if the IgG4+:1gG+ ratio is =71% and the number of lgG4+ cells/hpf is =51.

Serum lgG, concentration

Normal or not checked 0
>Normal but <2x upper limit of normal +4
2-5x upper limit of normal +6
=>5x upper limit of normal +11

Bilateral lacrimal, parotid, sublingual and submandibular glands




Step 3

Inclusion (weighting and domains)
e

Step Categorical assessment or numerical weight

No set of glands involved 0
One set of glands involved +6
Two or more sets of glands involved +14
Chest

Not checked or neither of the items listed is present 0
Peribronchovascular and septal thickening +4
Paravertebral band-like soft tissue in the thorax +10

Pancreas and biliary tree

Not checked or none of the items listed is present 0
Diffuse pancreas enlargement (loss of lobulations) +8
Diffuse pancreas enlargement and capsule-like rim with decreased enhancement +11
Pancreas (either of above) and biliary tree involvement +19
Kidney

Not checked or none of the items listed is present 0
Hypocomplementemia +6
Renal pelvis thickening/soft tissue +8
Bilateral renal cortex low-density areas +10
Retroperitoneum

Not checked or neither of the items listed is present 0
Diffuse thickening of the abdominal aortic wall +4

Circumferential or anterolateral soft tissue around the infrarenal aorta or iliac arteries +8



Step 4

Total points
e

Step 4: Total inclusion points

A case meets the classification criteria for IgG4-RD if the entry criteria are met, no
exclusion criteria are present, and the total
points is =20
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Clinical suspicion

8-

Laboratgr.y Tumefactive lesion in Imaglng
abnormalities >=| organs findings
Eosinophilia Solitary or multiple nodules/masses
Elevated IgE levels Enlarged organs
Hypergammaglobulinemia T2-weighted hypointense lesions (MRI)
Hypocomplementemia Enhancement/thickening pattermns

IgG4-specific studies

l | !

Serum lgG4 levels

Flow cytometry

- Histopathological studies -

>135 mg/dL I ; 5
l l Increased circulating
{excluding other plasmablasts

diseases, see Table 3) Morphologic Immunohistochemical

8- -

Lymphocytic infiltration |EG“,* cells per HPF >10
Storiform fibrosis IgG4+/IgG+ cell ratio >40%

Obliterative phlebitis
Eosinophilic infileration {excluding other diseases, see Table 4)

Stone J et al Mayo Procced 2015
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NOoo ol oXeTI(OpEVES ME TNV avooooaipivn G4 (IgG4RD)
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GC: (0.6mg/Kg) 30-40 mg qd yia 4 eféopadeg * NlYOTEPO OTTOTEAECHATIKA OE
TTpoXwpPNUEVa oTadia: N ivwon

o { xata dSmg xabe 1-2 ¢P0. yia 1-2 pryjveg
*MEepPIKEG TTEPITITWOEIG

o Target: off GC in 6 months . . .
UTTOXWPEOUV XWwpPic Bepartreia

¢ Careful in Aneurysms!!
AvBektikot oe GC
¢ Rituximab (off-label)
+ 1grday 0 & 1gr day15
o AZA (off-label - Aiyeg peleteq)

+ 2mg/Kg/npepa
¢ MMF (off-label - Alyeg peAeteg)

+ 2gr/npepa

Erkelens et al. Lancet, 1999; Ghazale et al. Curr. Gastroenterol Repr, 2008



[Ipoyvmon

+ Ot neproootepot Ba avranoxkptBovv eviog 2-4 efoopadmv
+ ~60% Ba vroTPOIIACOLY OO0 PELWVOLE TA OTEPOELOT)

e Re-treat with GC

e Use GC-sparing drugs (RTX, AZA, MTX, MMF)
+ 2Ze ooPapn vooo GC-sparing drugs amo v apyr)

e IToAv-opyavikn vooog

o 11 IgG4 opo
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» IToA\a npoowmneia
+ Buoyta

o 2vudnnon pe ITaboloyoavatopo
+ Apxetd ooyvda al\d oyt mavia

o AvSnpévot delkteg PAEYHOVI|G

+ Avtamnokplon ota 2Ztepoeldr)
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