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2UYKPOUON CUMPEPOVTWYV

* Kauia yia Tn OUYKEKPIMEV TTOPOUCIOON

Exo Aapet apofn yw ophies kot oupPovAevtikeg Spaotnplomres (Tnv Tedevtala 2etia) omo:

. Novartis, Amgen, Pfizer, Abbvie, Genesis, GSK, UCB,
Pharmaserve-Lilly, SOBI, MSD, FARAN, KOTIEP



KAwLKN Ttepumtwon

«TTPAYUATIKO TTPOPIA aoTEVOUC arto MPOCWITLKO OPXELO»



MNuvaika 47 etwv (2018)-

161wtk latpeio (2011) —> «oteAabevitiba»
EtepomnAcupn S1oykwaon mopwtidog
(kénwon+apBpadyiec+békara)

- TKE:32mm — CRP: 24mg/dl — Hct : 37%

- ANA (1/320) - ENA (APN) - C3,C4 kd

- Anti-dsDNA: ELISA (APN) — RF (APN) > CT (...navtov)

- lohoykdg— QFN (APN) - NepdadevondBeia
- ZTEVWON TIOYKPEATLKOU TTOPOU

Mepaitépw EAeyxog ?

o TEM251NA (100¢ 2018)

> ELOAYETALTO UE:
Epnupeto (Ewg 390 C)
Tpavoopwacotpia(qma)
Koénwon + ApBpalyisc + Stappolkd cuVEpouUo

» loyevic ouvbpoun (?)
% El NadoAoyikhi¢c KAwikrg (10 nuépeg)
- AEKATLKN TIUPETLKN Kivnon
-"Hro avatpio
- augnuévol deikteg dAeypovig
- AmnoppUBuLion cakyxapou=apulocatuio
- Aufavouevog tithog IgG VCA EBV
- U/S: HmatopeyaAio Ama

Aloykwon (pada) maykpeatog

» (NeomAaoio moaykpéatoc?)

TIPAYUATIKA TTPOPIA acdeVWVY QTtd TPOOWITLKO apYELO0




»Maykpeatitidba n veonAaoia (?)

i EEEETE ST
Hct CEA 7

34% ANA 1/640
WBC 7800 AFP 11 ENA APN
SGOT 143 CA 19-9 14 C3/4 K
SGPT 265 B2 wkpood. 3,65 ACA APN
vGT 680 LDH 651 CRP 32
ApUAdon 720 IgG 1754 SACE 45
ALP 512 IgA 212 IgE 34
Bil (total) 3,4 IgM 114 ASMA 1/40
GLU 166 TKE 44 LKM1 APN

» Ymootnplktikn aywyn
» lMepattépw Slepevuvnon UE ATELKOVIOELC...



Hlowa anewkovion givat n o kataAAnAn (?). = MRI & MRCP




»Maykpeatitidba n veonAaoia (?)

aciens vt [ ncicme v
Hct CEA 7

34% ANA 1/640
WBC 7800 AFP 11 ENA APN
SGOT 143 CA 19-9 14 C3/4 K
SGPT 265 B2 wkpood. 3,65 ACA APN
vGT 680 LDH 651 LDH K
ApUAdon 720 IgG 1754 SACE 45
ALP 512 IgA 212 Al- APN
Bil (total) 3,4 IgM 114 ASMA 1/40
GLU 166 IgE 44 LKM1 APN

*lgG4 : 280 mg/dI|




»Mrmopouue va Eyouue tn owotn dtayvwon péoa aro tnv answkovion (?)

Pancreatic tumour from images

Highly suggestive of AIP Undetermined Highly suggestive of PG
I I
Screen for PC ‘ | Specialised management of PC
>2 of the following characteristics: .
-Extrapancreatic ?n\.rolvement YES (strategy of choice)
suggestive of |gG4-RD. ~
-Elevated serum IgG4. 7
-Circulating plasmablasts.
-Tumour markers negative.
YES NO
(alternative strategy) AR
| > Image-guided needle biopsy PG ~
L (preferably core needle) €
\ N
| Trial with corticosteroid therapy ‘
v A4
lgG4 AIP Inconclusive
| Reassessment at 2 weeks |
W
| Therapeutic response | Sgg%:?' PC =
YES NO
Suggestive of
IgG4 AIP Reconsider
Treatment diagnosis
Surveillance W
1\ | Specialised management of PC |

Gastroenterologia y Hepatologia 44 (2021) 144---155



»MrtopoUue va EYoUUE TH owoTth dlayvwon péoa ano tov duvaputko U/S (?)

Diffuse autocimmune
pancreatitis

Pancreatic
cancer

Conventional US

Doppler

US with contrast

Endoscopic US

« Hypoechoic with
increased volume
« Diffuse,
*'sausage-like’’
enlargement

e Narrowed
pancreatic duct

e Surrounds vessels
and organs, not
infiltrating

« No tumour vessels
detected

+ Moderate or marked
enhancement

« Inhomogeneous in
early stage

« Slow progressive
contrast washout

« Diffuse hypoechoic
enlargement or focal
irregular hypoechoic
mass with or without
peripancreatic
lymphadenopathy

o Hypoechoic

e Poorly
defined borders

 Dilation of
duct of Wirsung
e Vascular
infiltration

» Metastasis

» No tumour
vessels
detected

» Tumour
poorly
vascularised

s Vessels
marginal to the
tumour

e Hyperechoic
spots within
the mass due to
compression of
the pancreatic
ducts

Gastroenterologia y Hepatologia 44 (2021) 144---155



 11°°2018

» KAwikn BeAtiwon pe UMOOTNPLKTIKA UETPOL

" Anoep

A) LPF : Aepudolidlo pe avtidpaotiko BAAOTIKO
KEVTPO KOl TUAHA pLaG SLEUPUPEVNG
napadAolwdoug mePLoXG Le Ttukvh StnBnon.

B) HPF: Znuavtikni Steicbuon MAQOUATOKUTTAPWV.
N H avoooioctoxnuikn xpwon yta to CD138
aveSeLEe TTOAAG TTAOCLOTOKUTTAPA, LEPLKA QTTO T

omnola ¢paivovtal péoa oto PAACTIKO KEVTPO.

A) H avoooiotoxnutkn xpwon 1gG4 amokaAuve
neplocotepa anod 30 kuttapa / HPF

Ka90Aou KapKIVIKO KUTTOPO

IgG4 RD naykpeatitiba

Ewkovec amo BiBAoypapia



»Eivat oiyouvpa IgG4

Characteristics

Type 1 AIP - IgG4-RD

... N Ya katabdikaocouvue tnv acdevn pe tn Aadog dtayvwon (?)

Cancer of pancreas

Incidence/gender
Presentation
Jaundice
Abdominal pain
Weight loss

Asthenia, anorexia
IFG-DM
Steatorrhoea
Extrapancreatic
manifestations

Erythrocyte
sedimentation
Autoantibodies
lgG4

Tumour markers
Ca 19-9

Age 50-70

Insidious - acute (<25%)
40%—80%

35% - generally mild
35% +

5% +
40%—70%
10%

+4+4+

IgG4-RD

Normal or slight increase

Yes

++4

>135mg/dl
Mainly negative
<200U/mL

Age 65—79 (M:F 1:1)
Insidious

50%

80% moderate, severe?
60% +++, cachexia
(13%—44%)

86% ++++

50%

15%

+

Metastasis -
Paraneoplastic
syndromes
Elevated

No

+

>135mg/dl
May be positive
<200U/mL

Gastroenterologia y Hepatologia 44 (2021) 144---155



MODERN RHEUMATOLOGY Japan Cotege of v matcloy

2021, VOL. 31, NO. 3, 529-533 MODERN e Taylor & Francis
https://doi.org/10.1080/14397595.2020.1859710 RHEUMATOLOGY Tofor & Francis Group
ORIGINAL ARTICLE 8 OPEN ACCESS | ™ Check for updates |

The 2020 revised comprehensive diagnostic (RCD) criteria for IlgG4-RD

Hisanori Umehara®, Kazuichi Okazaki®, Shigeyuki Kawa®, Hiroki Takahashi®, Hiroshi Goto®, Shoko Matsui',
Nobukazu Ishizaka?, Takashi Akamizu”, Yasuharu Sato', Mitsuhiro Kawano' and the Research Program for
Intractable Disease by the Ministry of Health, Labor and Welfare (MHLW) Japan.

[Item 1] dlinical and radiological features
One or more organs show diffuse or localized swelling or a mass or nodule characteristic of 1gG4-RD. In single organ involvement, lymph node swelling
is omitted.
[Item 2] serological diagnosis
Serum IgG4 levels greater than 135 mg/dl.
[Item 3] pathological diagnosis
Positivity for two of the following three criteria:
@ Dense lymphocyte and plasma cell infiltration with fibrosis.
@ Ratio of 1gG4-positive plasma cells /IgG-positive cells greater than 40% and the number of IgG4-positive plasma cells greater than 10 per high
powered field
@Typical tissue fibrosis, particularly storiform fibrosis, or obliterative phlebitis
Diagnosis:
Definite: 1) +2) 43)
Probable: 1) +3):
Possible: 1) +2)

Umehara et al. Mod Rheumatology (2021), Vol. 31, No. 3, 529-533



sapan Collge of Rheumatology.

MODERN RHEUMATOLOGY MODERN

2021, VOL. 31, NO. 3, 529-533 e Taylor & Francis
https://doi.org/10.1080/14397595.2020.1859710 RHEUMATOLOGY Toor &Fancs Croup
ORIGINAL ARTICLE B OPEN ACCESS

The 2020 revised comprehensive diagnostic (RCD) criteria for IgG4-RD

Hisanori Umehara®, Kazuichi Okazaki®, Shigeyuki Kawa®, Hiroki Takahashi, Hiroshi Goto®, Shoko Matsuf’,
Nobukazu Ishizaka?, Takashi Akamizu”, Yasuharu Sato', Mitsuhiro Kawano' and the Research Program for
Intractable Disease by the Ministry of Health, Labor and Welfare (MHLW) Japan.

Clinical Serological Histopathological Quality of Dx

Organ involvement:

dysfunction, Serum IgG4 lgG4/lgG >0.4 and >10
localised or diffuse =135 mg/dl cells lgG4+ per HPF
oedema
I 1 |+ 2 |+| 3 . Definitive
Organ-specific criteria for IgG4 (autoimmune pancreatitis, Mikulicz) = Definitive
Organ involvement:
dysfunction, Serum lgG4 1gG4/1gG =0.4 and >10
localised or diffuse =135 mg/dl cells IgG4+ per HPF
oedema
1 | + | 3 - Probable

d?;fﬁ:ﬂ':;f':’:gﬁ::d Serum IgG4 Mot available or
or diffuse cedema >135 mg/d not studied
l 1 ] + [ 2 = Probable
Organ involvement: Serum IgG4 Not available or
dysfunction, localised >135 mg/di not studied
or diffuse cedema
Not to be
; ] - considered

Umehara et al. Mod Rheumatology (2021), Vol. 31, No. 3, 529-533
Gastroenterologia y Hepatologia 44 (2021) 144---155
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DOl 10.1002/art. 41120 Fri i Rhestmatotory Proiessiomil
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SPECIAL ARTICLE

The 2019 American College of Rheumatology/European
League Against Rheumatism Classification Criteria for
|IgG4-Related Disease

Zachary S. Wallace,' '/ Ray P. Naden,” Suresh Chari,” Hyon Choi,’ ' Emanuel Della-Torre,*

Jean-Francois Dicaire,” Phil A. Hart,® Dai Inoue,” Mitsuhiro Kawano,® Arezou Khosroshahi,” Kensuke Kubota,'
Marco Lanzillotta,"" Kazuichi Okazaki,'* Cory A. Perugino,’ Amita Sharma,’ Takako Saeki,”” Hiroshi Sekiguchi,’
Nicolas Schleinitz,'* James R. Stone,' Naoki Takahashi,” Hisanori Umehara,"” George Webster,”® Yoh Zen,'” and
John H. Stone," ' for the American College of Rheumatology/European League Against Rheumatism
IgG4-Related Disease Classification Criteria Working Group

Step 1. Entry criteria YesT or No
Characteristic* clinical or radiologic involvement of a typical
organ (e.g., pancreas, salivary glands, bile ducts, orbits,
kidney, lung, aorta, retroperitoneum, pachymeninges, or
thyroid gland [Riedel's thyroiditis]) OR pathologic evidence
of an inflammatory process accompanied by a lymphop-
lasmacytic infiltrate of uncertain etiology in one of these
same organs



Step 2. Exclusion criteria: domains and itemst
Clinical
Fever
No objective response to glucocorticoids
Serologic
Leukopenia and thrombocytopenia with no explanation
Peripheral eosinophilia
Positive antineutrophil cytoplasmic antibody (specifically
against proteinase 3 or myeloperoxidase)
Positive SSA/Ro or SSB/La antibody
Positive double-stranded DNA, RNP, or Sm antibody
Other disease-specific autoantibody
Cryoglobulinemia
Radiologic
Known radiologic findings suspicious for malignancy or
infection that have not been sufficiently investigated
Rapid radiologic progression
Long bone abnormalities consistent with
Erdheim-Chester disease
Splenomegaly
Pathologic
Cellular infiltrates suggesting malignancy that have not
been sufficiently evaluated
Markers consistent with inflammatory myofibroblastic
tumor
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)
Hashimoto thyroiditis (if only the thyroid is affected)

Arthritis & Rheumatology

Val. 72, No. 1, January 2020, pp 7-19
DOI10.1002/art 41120

© 2019, American College of Rheumatology

AmericaN COLLEGE
of RHEUMATOLOGY

Eriponering Rheumatolsgy Professional

SPECIAL ARTICLE

The 2019 American College of Rheumatology/European
League Against Rheumatism Classification Criteria for
|gG4-Related Disease
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|gG4-Related Disease
Step Categorical assessment or numeric weight
Step 3. Inclusion criteria: domains and items¥
Histopathology
Uninformative biopsy 0
Dense lymphocytic infiltrate +4
Dense lymphocytic infiltrate and obliterative phlebitis +6
Dense lymphocytic infiltrate and storiform fibrosis with or +13
without obliterative phlebitis
Immunostaining# 0-16, as follows:

Assigned weight is 0 if the IgG4+:1gG+ ratio is 0-40% or indeterminate and the
number of IgG4+ cells/hpfis 0-9.%*

Assigned weight is 7 if 1) the IgG4+:1gG+ ratio is >41% and the number of
lgG4+ cells/hpfis 0-9 or indeterminate; or 2) the IgG4+1gG+ ratio is 0-40%
or indeterminate and the number of IgG4+ cells/hpfis 210 or indeterminate.

Assigned weight is 14 if 1) the IgG4+:1gG+ ratio is 41-70% and the number of
lgG4+ cells/hpfis 210; or 2) the IgG4+:1gG+ ratio is 271% and the number of
lgG4+ cells/hpfis 10-50.

Assigned weight is 16 if the IgG4+:1gG+ ratio is 271% and the number of IgG4+
cells/hpfis =51.

Serum [gG4 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



Step Categorical assessment or numeric weight

Bilateral lacrimal, parotid, sublingual, and submandibular

glands

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
Pargvertebral band-like soft tissue in the thorax +10

Pancreas and biliary tree
Not checked or none of the items listed is present
Diffuse pancreas enlargement (loss of lobulations)

Diffuse pancreas enlargement and capsule-like rim with
decreased enhancement

Pancreas (either of above) and biliary tree involvement

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 +8

infrarenal aorta or iliac arteries
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IgG4-Related Disease

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.




MNuvaika 47 etwv (2018)-

161wtk latpeio (2011) —> «oteAabevitiba»
EtepomnAcupn S1oykwaon mopwtidog
(kénwon+apBpadyiec+békara)

- TKE: 32mm — CRP: 24mg/d| — Hct : 37% Mepairépw EAeyxog ? S > Enavewoaywyri
- ANA (1/320) - ENA (APN) - C3,C4 kd ) pvjff'éoo — KOPTIKOTTEPOES WV
- Anti-dsDNA: ELISA (APN) — RF (APN) > CT(..navto)) « 60mg methylpr /day (pos) > Mpoodrikn csDMARD

- lohoykdg— QFN (APN) - Nepdadevondbela * Tapering 860n¢ wg 20mg (pos) (corticosteroid sparing agent)

- ZTEVWON TIOYKPEATLKOU TTOPOU

TT—
o TEM251 NA (1006 2018) E€avBnpa, konwon, BeAtiwon KAWLKAG ELKOVOG
> ELGCYETOLTO JLE: apBpalyieg, Sékata AnoyaAaktioudg and Kz >
Epnupeto (Ewg 390 C) TpOBANLATIKGC
Teavoautvaoatuta(,nma) o Aepdbadevondbeia AMG ediKToC
Konwon + ApBpadyieg + dtappoikd ocuvdpopo (US > avtidpaatikot LN)
> loyevri¢ ouvbpouri (?) Oxt oela koo
% El MadoAoyikri¢ KAwikri¢ (10 npépeg) AlaTapayf NaTKec 8 unvec petd
- AeKoTikn TTUPETIKA Kivnon Bloxnueiac
-"Hro avatpio . o
- augnpévol Seikteg dAeypovig lgG4 X 2+ UNL g UTLOTPOTN IKTEPOL
- AmnoppUBuLion cakyxapou=apulocatuio A’TOQPUGHLUH CGOKXapou
- Aufavouevog tithog IgG VCA EBV CT/ MRI/ MRCP > " nupetio
- U/S: Hnatopeyahio Armia eruBeBaiwon
Aloykwon (pada) maykpeatog (DAeyHOVDSEL,

avtdpaotikol LN<1cm)
» (NeomAaoio moaykpéatoc?)

ERCP (Bioyiar) +++
TIPAYUATIKA TTPOPIA acdeVWVY QTtd TPOOWITLKO apYELO0



1st line treatment

Asymptomatic single organ involvement v
No risk factors for relapse* L 165 | Watchful waiting
No/low risk of organ damage

No

v

Induction treatment

l

No Risk factor for relapse or Yes
GCintolerance

Glucocorticoids
0.4-0.8 mg/kg for 4 weeks

Glucocorticoids Consider adding
0.4-0.8 mg/kg for 4 weeks AZA/MMF/MTX/LEF/RTX/(CYC)
Or RTX monotherapy

Or long term low dose GC

Taper and withdraw GC over 4/5 months
(or faster if coupled with
immunomodulators)

United European Gastroenterology Journal,2025;13:107-115




1st line treatment

Asymptomatic single organ involvement
No risk factors for relapse*
No/low risk of organ damage

Yes

Watchful waiting

hd

No

v

Induction treatment

l

No

Risk factor for relapse or
GCintolerance

Yes

—~

Glucocorticoids
0.4-0.8 mg/kg for 4 weeks

-

Glucocorticoids
0.4-0.8 mg/kg for 4 weeks
Consider adding
AZA/MMF/MTX/LEF/RTX/(CYC)
Or RTX monotherapy
Or long term low dose GC

[

Taper and withdraw GC over 4/5 months
(or faster if coupled with
immunomodaulators)

]

2nd line treatment

v

No

Relapse

Yes

*

Follow up

v

Glucocorticoids induction
AND
Add or change immuno
modulator
OR
Switch to RTX

I
United European Gastroenterology Journal,2025;13:107-115

Y€ meplmtwon vmotponng
A OV UTTAPXOUV
napayovtes auénUEVouU
piokou umotportr¢ N un
avoxn¢ twv KZ, n
xopriynon DMARD eiva
anopaitntn

To RTX eival mpotiuodteEPO
arno ta csDMARDs

H xaunAn 66on
KOPTIKOOTEPOELO WV
(edpboov avektn) eival
loaéla pe to RTX




2nd line treatment 1

No Relapse Yes

Glucocorticoids induction
AND
Add or change immuno
modulator
OR
Switch to RTX

Follow up

3rd line treatment

RTX Yes
Exclude damage** | Relapse
All patients Check and correct: lNo
« Diabetes mellitus -
« Exocrine insufficiency Maintenance treatment
» Vitamin D deficiency and bone status for 2-3 vears

» To RTX €lval MPOTIUOTEPO aATtd OAa Ta oxNata «datripnong» tng vdeong
» [Mpéenel va dtatnpeitatl wg 3 £tn TouldaxLlotov Kal epooov v UTIAPYXOUV CNUELO UTTOTPOTTNG

United European Gastroenterology Journal,2025;13:107-115



90962019 (1 ctoc petar)

AlaBelonpivn 150mg pos / d
Tapering KX ota 16mg pos /d

Aywyn ylo. $opUAKEUTLKI) OOTEOTIOPWON

BeAtiwon o H Noooc¢
KAwLKA o H AlaBelompivn
Napapével Konwon (puonddeta amd K2?) o Notpwen
Ouwc dbuotuywc...

Tpavoapwvacatpio pe ovSeteponevia “’ i ’a

= Avakont) Alad<tonpivng kai xopnynon uovo K2
» U/S = Xohokuotitidba




MNuvaika 47 etwv (2019)-

> Atartiipnon koptdévine — The COVID ERA ...

artoppuyn DMARDS

161wtk latpeio (2011) —> «oteAabevitiba»
EtepomnAcupn S1oykwaon mopwtidog
(kénwon+apBpadyiec+békara)

- TKE: 32mm — CRP: 24mg/d| — Hct : 37% Mepairépw EAeyxog ? S > Enavewoaywyri
- ANA (1/320) - ENA (APN) - C3,C4 kb . pvjff'éoo — KOPTIKOOTEPOEIS WV
- Anti-dsDNA: ELISA (APN) — RF (APN) > CT (...navtoU) » 60mg methylpr /day (pos) > lpoodnkn Aladeionpivng

- lohoykdg— QFN (APN) - Nepdadevondbela * Tapering 860n¢ wg 20mg (pos) (corticosteroid sparing agent)

- ZTEVWON TIOYKPEATLKOU TTOPOU

——
o TEI'{ 251 INA (100¢ 2018) E€avOnua, komwon, BeAtiwon KALWVLKAG €LKOVAG Xo\ né
> EL’G(IVET(I,L TO ME: apBpalyieg, 6ekata AnoyaAaKtiouog ano Kz > 0 OI'(UO“tIIl a
EprntUpeto (Ewg 390 Q) TIPOPBANHOTIKAC (xwplc KAviKA
Teavoautvaoatuta(,nma) o Aepdadevondbela AN\G edLKTOC OUUTITTWHLOTOAOY (o)
Konwon + ApBpalyieg + Stappokd cuvdpouo (US --> avtidpactikot LN)
> loyeviig ouvépour (?) Ox1 ofeLa Kotk Awakonn AlaBelompivng
< El NadoAoyiki¢c KAwvikri¢ (10 nuépeg) Alatapaxf NRaTKAG 8 I-”?VEC' [,IETO'l
- AgKATLK TIUPETLKN Kivnon Bloxnueiac
- Hrua avauia P L
- augn uéVOL és'u(tsq ¢A€vuovﬁc IgG4 X 2+ UNL ‘/ UT[OTPOTU'] LKTEpOU ,
- AnoppUBpLon cakxapou=apulacapio Anoepuepton oakxapou
- Auavopevog tithog IgG VCA EBV CT/ MRI/ MRCP —-> " Tupetio AomapocKOTKA
- U/S: Hnotoueyahia Ao ’ emBeBaiwon adaipeon xoAndéxou
Aloykwon (pada) maykpeatog (dAeypovaSELS, Kl'JO"l'r](;

avtdpaotikol LN<1cm)
» (NeomAaoio moaykpéatoc?)

ERCP (Bioyiar) +++
TIPAYUATIKA TTPOPIA acdeVWVY QTtd TPOOWITLKO apYELO0



MNwc¢ ntav ota 49 tng;

= 12962021: Aladoaivetal Vdeon !!
» Medrol 16mg % tb pos / d
» AMOUGCLOl CUUTTTWUATWY
» Xwplc povipec BAapec (U/S + epyaotnplakoc EAeyxoc)

% Xwpic ovuntwuara yia 1 €to¢

> 7°62022: ‘Evapén cuuntwudtwv UE tn peiwon twv K = Ertiokeyn oc TEM

» U/S =2 Awataon yoAnbdoyou rtopou (mBavoloyeitot AOyw Tn¢ XOAOKUOTEKTOUNAC)
»  Yrnootnpktika pEtpa (avtiBiwon, evudatwon, dStatpodn)

» 10°¢2022: El PeuuatoAoyiknc KAwvikng
» Tpavoauwvaoatuio
* 1gG4 :112 mg/dl
*  Avaiuia (opdoxpwun opBokuttaplkn)

TIPAYUATIKA TTPOPIA acdeVWVY QTtd TPOOWITLKO apYELO0



YrtapxeL UrtOTPOTN TNC VOOOU;,

Table 4. Biomarkers for monitoring 1gG4-related disease

Test Change may herald an
IgG4-related disease flare

General laboratory tests
Immunoglobulin G4

Immunoglobulin E

Eosinophil count

Complement components 3 and 4
ESR

Plasmablast count

Memory B cell count
Organ-specific laboratory tests

Lipase 1 Other t

— = = == = —

Alanine transaminase, aspartate T ’Ssue s/
transaminase .
Alkaline phosphatase, gamma-glutamyl |

transferase, bilirubin

Creatinine T
Total urine protein to creatinine ratio |

»YRapxeL UTTOTPOTTH TNC VOOOU = SUURTWUOTIKA aywyh A TTLo EMIIETIKA

Wallace ZS et a;. Rheumatology Advances in Practice, 2024, 8(2), rkae020



[~ Sialadenitis | N » Extra-ocular muscle thickening
« Thyroiditis : Retro-bulbar mass
« Pachymeningitis « Lacrimal gland enlargement

m Pancreas

Oesophagus « Autoimmune pancreatitis
+ Desophagitis
«Terminabilaitis
- « Colitis
+ lgG4-related cholecystitis

 Proctitis

+ |gG4-related sclerosing cholecystis

Retroperitoneum
« Tubulo-interstitial nephritis + Retroperitoneal fibrosis
» Glomerulonephritis « Aortitis

»KoAovookomnnon (umokAvikr koAitida)
»0dOaApoAroyikn ekt (dakpuoadevitida)

| Sites of other organ involvement (OOI) in IgG4-RD. Highlighted are the manifestations in the gastrointestinal tract.

United European Gastroenterology Journal,2025;13:107-115



»Hén eykateotnueévec PAaBec AEN
napayouv lgG4 (lvwon)

»touc e€wkplveic adévec uPnAotepa
nocootd IgG4 og 0pO Kal O€ LOTO

PXwplic povipeg PAaBec (U/S + MRI +
EPYAOTNPLOKOC EAEYXOC)

»Orou unapyet nén tvwon n CT dgv
uropeit vat Stakpivel umotporr) amno
Hoviun BAGBn
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Serum IgG4-level

| The levels of IgG4 in blood and tissue and the frequency is varying in different other organ involvements (OOI).

United European Gastroenterology Journal,2025;13:107-115




Evapén aywync yia induction + maintenance therapy

= 10°¢2022: Rituximab 1gr (x2) + KZ (bridging therapy + tapering)
» Amnoucia CUOTNUOTLKWY CUUTTTWUATWY
» [MpoBANMATIKOC amoyaAoKTIOMOC armo K2

= 5962023: Rituximab 1gr (x2) + K2
» Amnoucio CUOTNUOTKWY CUUTTTWUATWY
» MARPNC amoyaAaKTIopoC amno K2

= 12062023, 5° 2024, 12°¢ 2024: Rituximab 1gr (x2)
» Amnoucia CUOTNUOTKWY CUUTTTWUATWY
» 2 hopwéelc (1 épninta {wotripa =2 dev epBoALACTNKE QKOO
» MNpoodatn tpavoapvacatpia (US =2 kd!)




2TOXEVMEVN Beparmeia  ouveXnc duvapikn kataotaon(?)

I Overview and Diagnosis I

Symptoms/Signs Serology Histopathology
e m - ---- N pPEme---- W PEEmeme=- .
. Exclusion of ! ! ! 1
o e iins + | (D) | -
! | ! | o 8L
Bonus points Multi-organ 1 1 >2-3xULN 1 1 Steriform fibrosis andfory
for IgG4-RD diagnosis involvement | 1 1 Obliterative phiebitis 4
oo owoo--- E oo oo---- - b -

I Clinical phenotypes I

Pattern of organ involvement Tips in involved organs
{Detads are s%d In Table 1)
§ Lacrimal glands &
E orbit region / '_. High serum gGANGE level, allengic condiions
@8 Salivary glands
22
g i AN
-2 ) Higher 1G4 TPOAD &nd TgAb
§ Thyroid gland B kvl in lgG4-positive HT
2
g | / \
g E Lung Higher BALF 1gG4 level
% @
2 8 Aora — le  High levels of inflammation markers and igG4
© F1E PET-CT Is usaful for diagnasis
B¢ £
,-§ Lo ® Pancreas & Hyperglobuinemia with alkevated serum IgG4 lavel
s 4 bil d Sausage-lke pamem on Imaging of pancreas
% g liary ducts Co-invelvement of biary duct and pancress
® & Kidney P and
3 8 I 1gG (mainly 19G4) and C3 depastion
§ Retroperitoneal Region Ci o saft bssue
?3 Retreperscnenl firors around infrarenal acea or ikac anenes
NE F
L. 9 ockes i Mt i
g § Lymph nodes wnvmwm:« o:g:| nvaMN’unml
3
o
g
B
x Other Organ Involvements:

Skin, pituitary gland, prostate and etc.

_______________________________________________

| Treatment and Follow-up |

| Tappering | Maintenance |

-
e
g Signs and Symptoms
B * Serum Levels of
§ 1gG4
IgE
- Follow up
) Escalation of steroid therapy + (optional) (Monitoring) ESRICRP ...
DMARDs (e.g. AZA, MMF, Rituximab) If relapse happens + CTIMRIUitrasound
Side effects of medication

»IUVEXNC EAEYXOC YLOL TIPOCGBOAN 0pyaAvwv

»MNoAumAokotnta mou analtel TOAAATTAEG
ELOLKOTNTEC KoL LEOO SLOLDOPETLKA YLaL KAOE
neplmtwon

»IUVEXNG EAEYXOG KOL YLOL TLG
OUVOONPOTNTEC

»0O¢epaneia napopotla pe ANCA
oxetllopeveg ayyelitideg (b-depletion
therapy oto enikevtpo)

>Enava&loAoynon Kol EMAVEKTIUNON
ouveXn¢ (tdoo TN EkTaong TG vVOoou 000

KalL TNG aywyng)

Wallace ZS et a;. Rheumatology Advances in Practice, 2024, 8(2), rkae020



2TOXEVMEVN Beparmeia  ouveXnc duvapikn kataotaon(?)

IgG4-RD responder index

Date form completed: {eg, 7/ July ¢ 2050) ‘

Case number:

Scoring refers to manifestations of disease activity present in the Jast 28 days

0 Normal ar resolved

1 Improved

2 Persistent {unchanged from previous visit; still active)

3 Mew [ recurrence

4 Worsened despite treatment

Diefinitions

Organ/site score: the everall level of IgG4-RD activity within a specific organ system

Symptematic: is the disease manifestation in a particular organ system symptomatic? (Y = yes; N = no)

Urgent disease: disease that requires treatment immediately to prevent serious organ dysfunction (¥ = yes; N = no)
{presence of urgent disease within an crgan leads to doubling of that organ system score]

Diarnage: ergan dysfunction that has occurred as a result of [gG4-RD and is considered permanent (Y = yes; N = no)

Scoring:

Activity
Organ/fsite Symptomatic Urgent
score {0-4] [Yes/No) (Yea/Mo)

Ohrgandsite

Pachymeninges

Pituitary gland

Orbits and lacrimal glands

Salivary glands
Thyroid

Lymph nodes

Lungs

Aorta and large blood vessels

Retroperitoneun, mediastinam, and
MEsEntEry
Pancreas

Bile duct and liver

Kidney

Skin

Other sclerosis/mass formation

Descriptor
Serum IgG4 concentration

Level mg/dl Score Total activity score

Steroid dose at the time of assessment (prednisone equivalent): Total number of urgent organs:

mg/day Total ber of d d -
Cumulative steroid dose in the past 28 days: Al nimber of Camagec argans:
mg prednisone equivalent

Damage .
Present
{Yes/No)

Organ/sites (%2 if urgent) + serum IgGd score:

»IUVEXNC EAEYXOC YLOL TIPOCGBOAN 0pyaAvwv

»MNoAumAokotnta mou analtel TOAAATTAEG
ELOLKOTNTEC KoL LEOO SLOLDOPETLKA YLaL KAOE
neplmtwon

»IUVEXNG EAEYXOG KOL YLOL TLG
OUVOONPOTNTEC

»0O¢epaneia napopotla pe ANCA
oxetllopeveg ayyelitideg (b-depletion
therapy oto enikevtpo)

>Enava&loAoynon Kol EMAVEKTIUNON
ouveXn¢ (tdoo NG EKkTaong TG VOoOU 0G0

KalL TNG aywyng)

>1qG4 Responder Index

Wallace ZS et a;. Rheumatology Advances in Practice, 2024, 8(2), rkae020



Néa papupaka otov opilovta...(?)

Type 2 T follicular
Potential antigens: helper cell
* Autoantigen
 Infectious agent
« Allergen

Activated
B cell / plasmablast

" e ¢sDMARD:s, (sirolimus)
" SDMARDS, (a24, M1, . EDMARDS (obexelimab,
! stapokibart, belimumab)
Fibroblast Apoptétic cell

 bDMARDs:
e Rituximab (CD20)
* Abatacept (CTLA4) 7 - @
* Inebilizumab (CD19) Fibrosis

* tsDMARDs, (tofacitinib,
Zanubrutinib, rilzabrutinib,
baricitinib)

Wallace ZS et a;. Rheumatology Advances in Practice, 2024, 8(2), rkae020



MPOOMTIKEG... avTi EMAGYOU

Elucidating the pathogenesis of I[gG4-related disease
* Role of IgG4
* Significance of complement in pathogenesis and as a potential treatment target
* Developing an effective animal model of IgG4-RD

Identifying safe and effective CS-sparing treatment strategies
* Investigating B cell-targeted therapies in randomized controlled trials
* Exploring the role of anti-fibrotic therapies for patients with highly fibrotic manifestations
* Comparing alternative strategies for maintenance of remission

Improving our understanding of the role of conventional and novel biomarkers of disease activity
* Circulating biomarkers like IgG4, complement, eosinophilia and IgE might be useful for guiding management decisions but require fur-
ther study
* Novel imaging biomarkers might better classify patients into relevant disease groups with implications for treatment (e.g. might benefit from
anti-fibrotic vs anti-inflammatory treatments)

Refining instruments to measure disease activity from both the clinician and patient perspective
Identifying ways to support patients through their journey with this [gG4-RD

* Improving patient-facing resources on this disease

* Developing support groups for patients

* Identifying intervention that may improve quality of life and well-being in the face of a rare disease

Wallace ZS et a;. Rheumatology Advances in Practice, 2024, 8(2), rkae020
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