EMIETHMONIKH
ENQIH MNA TH
! MYOIKEAETIKH

e
=
o
£
@
Q
Lo
3
3
s

zupoq, Kux)«a&sq
Maiou 2026 fevosoxelo Hermes, Epuouno)\n

AcOevig 48 TV nE GVOOVVO ATOPPUKTIKO IKTEPO

Bagciietoc Aaivng, Eldikevouevog Pevpatoroyiog
Pevpatoroyikn) KA, I'NA «KAT», Abnva



Iotopko a60cvovc:

48 etv, Avopag

Koataywyn: EAAnvikn

Atopiko & 01KoyeveloKo 16ToPKo (-)
Kénvioua (-)

AXk0oOA (-)

Ad\epyieg ()



6/2025 TEII

v Ene166810 auudmtuong

v Alyog emtyoosTpion omd pnvog
v AndAewn 5 Kg amd Syunvou

v Tktepog

Khvikn e€étaon:

Amopetog, ayodvvopkd otabepdg

Iktepkn xpord dEPUATOC KOl EMTEPVKOTOV
Xwpig Aeppadevomdbeia, ywpic opyavoueyoiio

EvaweOnoia emryactpiov




Epyooctnplokoc Eleyyoc:

WBC
PLT

Hct

AST
ALT
vyGT
DDIMER
ALP

C-rp

ESR
Apvidon
[ev. ovpov

total bil
D hil

12000
185000
44.5

211 IU/L
452 1U/L
807 1U/L
2.8 mg/L
289 1U/L
1,31

36

325

WNL

7,9 mg/dl
4,95 mg/ dl



ATEIKOVIGTIKOC EAEYYOG:

U/S avo koliiog:
Xopig evpruata
CTPA:

Mala 3.5 X 4.4 cm otov AKA e Tapovsio enacPeEcTOGE®VY, TOV EVICYVETOL LLE TO GKLOYPAPIKO Kol dinbel To Bpdyyo oto
omicOo Tuua tov AKA

Ewsaymyn HaBoroyu) Kiwvikng



MRI ANQ KOIAIAY/ MRCP:

"Hma 010YK®oN TayKPEATOS [LE GTEVMOOT] TOV GI® TUNUATOS TOV KOWVOU YOANJO 0L TOPOV

Avapépel emiong:
Ene106010 mopmtitidag e cuvodd TpoynAtkn apueotepdmievpn Aeppadevormadeia Tpo unvog - EAafe KopTiKooTePOEdN

ZnmOnke Pevpatoloyikn extipnon



Epyooctnprokoc £leyyoc:

CA 19-9 > 1200 U/ ML
CEA <1,73
AFP 2,27

HBV/HCV/HIV
ANA

EAErXoz
Ettraon {EupeBeioa Tipr ! Tipég Avapopdg
IgG1 Yméraén' o 583.0 ‘ i 490-1140 mg/dL
L, AR . EEEREENEES, SRR ., S
1gG3 Ywéraln* 325 20-110 mg/dL

G4 Ymératn' 2030 T 8140 modl <
Peuparoeidiic Mapdywy <98 REIVRNE AR

0,1-200 Uimi




Aldyvwon:

apatnpeital memomﬁg I g G4 R D 'AI P I
PWATOG KAl ATTOQPAKTIKM

woHTTApa POYLKOD Alov TAAKDST KOTTAPQ
X, Mm‘v?:&ﬁ. em)xw:xn o-votxs‘:(:‘ Ko EpLOPG.

oL TTOAAG ABEVIKG KOTTAPA TOV Bpoyikod

om Srousia. Exxpepei proyiog paloc oto AKA



10G4-oyeTilopevn vO60g

e Xpovia, ovOGOAOYIKE LEGOALABOVUEVT] TVOPAEYLOVDONE VOGOG
*  Kvpiwg oty 51— 71 dekaetio g (o, d‘ > Q
e XopoKINPIoTIKN 16TOA0YI0: AEUPOTAACUOTOKVTTOPIKO OOnua tAovoto oe 1G4 mAacpatokdtTapa,

vooM HE OTEPOELDES TPOTLTO

I IgG4 GT0V 0pO | IgG4 - Related Diseases Epidemiology Insights (2024)

Patients Share Across Countries Gender-specific Diagnosed Prevalent

Cases in the US
@

@ ® @
140k P R
diagnosed prevalent cases in
the 7MM

age group =75 years accounted for the highest number of diagnosed prevalent cases in Japan

Peyronel, F., Della-Torre, E., Maritati, F. et al. IgG4-related disease and other fibro-inflammatory conditions. Nat Rev Rheumatol 21, 275-290 (2025)

us

69%

EU4 & UK




10G4-oyeTilopevn vO60g

XopoKTNPIGTIKA:

e Oyxopopoeg PAEPeg (Lovipelg | TOAAOTALG)
CLINICAL PROFILES OF IGG4-RD

e TloAvovoTnuatiKy vOGOG: TAYKPENS, YOANPOP, VEQPOL, Head and heslc-ied diease

AepaOéveS, omeBomepttOVALO, GLELOYOVOL 0OEVES

Classic Mikulicz syndrome with
systemic involvement

Pancreato-hepatobili

Involy

*  XolomayKpeaTiK + 0mcomepitovaiky vOGos Kupimg 6e AvOpeg

/4 ’ ’ /4 ’ Retroperitoneal fibrosis
V'S vO60¢ KEQPUANG-TPAYA0L KLPIME GE YuVoiKeg and dortita

Iy of the abdominal

Stone, John H et al. “IgG4-related disease.” The New England journal of medicine vol. 366,6 (2012): 539-51.



Il®g 1o 1gG4-RD propei va tpokarécerl fLapn og 6pyavae?

» Ilieon yertovikmv dopmv (omcbomepitovaikn ivmon emi
TOV OLPNTNP®V, CVTOAVOCT TAYKPEATITION EML TOV
YOANOOYOL TOPOL)

» Méowm dmbnomnc tov TapeyyvUaTog (TAYKPES, VEQPOL)

HOW DOES IGG4-RD DEVELOP?

X(Xp(XKTT] plGTlKé: Immune cell infiltration

within tissues

Vascular tropism l

Inflammation
and scarring

Ayyewoxn coppetoyn o€ 1060610 ~50% TOV TEPIMTOCEWMV. l

Tumor-like masses and/or

Emmpedlovtol 1 coptn, 01 KapoTidES, LECEVTEPLES KOl organ enlargement

OTEQAVIOLES OPTNPIEC, OAAA KoL LUKPE aryyeio y l

Organ damage
and dysfunction

Ardila-Suarez O, Abril A, Gomez-Puerta JA. 1gG4-related disease: A concise review of the current literature. Reumatol Clin. 2017 May-Jun;13(3):160-166


https://www.mayoclinicproceedings.org/cms/10.1016/j.mayocp.2022.01.015/asset/17a455e0-8a64-4524-ac29-a7dd235f8210/main.assets/gr1_lrg.jpg

1gG4-RD phenotypes

Outcomes and morbidities

Wallace, Zachary S et al. “Clinical phenotypes of [gG4-related disease: an analysis of two international cross-sectional cohorts.

ParvotTovmol

PANCREATO-BILIARY

MALE

White

Older
1gG4 1 /=

ESR/CRP

Fibrotic disease
Treatment responsive Treatment refractory
- Higher cumulative GCs

Pancreas: diabetes melititus
and malabsorption due to
exocrine insufficiency

Pericardium: constrictive
percarditis

Heart: coronary artery
Billiary tract and liver: disease
Billiary stenting,
infectious cholangitis,
hepatic failure

Aorta: inflammatory
thoracic or abdominal aortic
aneurisms

Retroperitoneum: renal
atrophy or injury due
to hydronephrosis, chronic
abdominal pain syndrome

Mediastinum: compression
of local structures

RETROPERITONEAL/AORTITIS

HEAD AND NECK LIMITED

FEMALE
Asian
Younger
History of atopy
1gG4 11

Fibrotic disease
Treatment refractory
Higher cumulative GCs

Orbits: proptosis, vision loss,
diplopia

Meninges: cranial nerve
palsies

Ear: hearing loss, bone
destruction

Skull bones and sinuses:
chronic sinusitis, midline
destructive lesions,
anosmia

Thyroid and pituitary gland:
hypothyroidsim,
hypopituitarism

MALE

Older
18G4 t11
IgEt

XapoktnploTikd Yneprhootiko Ivotko
pocfoin ITolveotiakn Movnpn
Opyava [Téykpeog, xoAneopa, OmcBoneprrovaio,
dakpuikoi/cieloyovor, pHecoBwpaKio, LEGEVTEPLO,
AepQOdEvec, veppol, kdyyotL, Bupeoedng
TVEVLLOVEG
AgikTeg 11gG4, IgGl1, IgE, Oyt ovyva 11gG4
1 C3/C4
Iotoloyia AELPOTAUCHLATOKVTTOPIKY| Trelpoetdng tvaon,

dubnon,
1OTIKT] NOCWVOPIALQ,
OTEPOELONG Voo,
ATOPPUKTIKY PAEPRiTION

AmOPPOUKTIKY PAEPRiTION

Avtomokpion 6Ta.
KopTikoctepogrdn

E&apetikn

Koxn

” Annals of the rheumatic diseases vol. 78,3 (2019): 406-412.




IHaOoyévera

» T'evetikol mopayovreg

CTLA4, PRSS1, SPINK1, FGFBP2.
GWAS: HLA-DRB1 & FCGR2B
Ymv omcBoneprrovaikn tvwon, o HLA-DRB1*03 eivai o k0p1og oyetildpuevog amAdTumog

Owoyeviig pop@1): transcription factor IKAROS, encoded by IKZF1, and of the E3 ubiquitin ligase UBR4

> Iepiparlovrikoi Tapdayovreg

‘Ex0Beon o€ Propunyovikd Ehaia, pétara, apiovto kot kanvicuo (omohonepttovaikn ivoon)

Rispens T, Huijbers MG. The unique properties of IgG4 and its roles in health and disease. Nat Rev Immunol. 2023 Nov;23(11):763-778.



IHaOoyévera

* H mieiovéomra tov acBevov epoaviCel avénuévn 1gG4 opov

e Xvoy£tion UE EKTAOT 0PYAVIKNG TPOGPOANG Kot KivOUVo DITOTPOTNG

D Anti
% ntigen
15,
%l(
chR—I" Lysis

Natural killer cell

Structural features of IgG4

Increased 1
levels of Fab Functional
glycosylation monovalency

AR
AN
%

Decreased Fc-dependent |
effector functions -,
| (F234, G327 and 5331) t 1

high affinity

Residues mediating FAE | e
(5228 and R409)

FeyR

#+

Reduced ability
to mediate ADCC Macrophage

Reduced ability

to mediate ADCP
Increased SHM /

= No cross-linking
of antigen

e No immune
complex formation

Cc

1gG Subclasses: 1gG1, 1IgG2, IgG3 and 1gG4

Fab-arm Exchange

y oy Y

| ge2 0B el L

19G4

{

bispecific

N

ges 80

*  1gG4: avrigreypovoong & pvOpiotikn

OVOGOGPULPIVI] TOV KOTAOGTELAEL PAEYRLOVOOELG

aToKpPicELS Tov endyovtal amd 1gG1

*  Xg dheg voooug (my MvacBéveln katd MUSK,

néEpeya, pepPpavodng veppomddeia, CIDP) 1

19G4 umopel va etvon maboyodvog

Akiyama, M., et. al.(2025). The immunological pathogenesis of IgG4-related disease categorized by clinical characteristics. Immunological Medicine, 48(1), 11-23.




IHaOoyévera

Kvpror Kvtrapikoi min0vopoi

Tfh2: IL-4/1L-10 — IgG4
IgE class-switching péow IL-4

M2 Moxkpo@aya:

Amnnon Brafov, éxkpion CCL1S & CD4+ CTL (SLAMFT7): TGFB, perforin, granzymes

TGF-B, npodyovrag ivoon, eve n 19G4 EMOY®YY] OMOTTOONG KO EVEPYOTOINGT VOBAACTHV
uéo® tov FCyRIIb emdyel IL-10 amod

M2 poakpopaya

B cells/IThoopafractes:
AvEnuévor CD19+CD27+CD38+ nlacpaprdoted:
GUGYETION LE EVEPYOTNTO VOGOU.
B kOttapa pviunc: tapaywyn PDGFB kot
LOXL2, tpodyovtog ivwon.

Akiyama, M., et. al.(2025). The immunological pathogenesis of IgG4-related disease categorized by clinical characteristics. Immunological Medicine, 48(1), 11-23.



H nta0o@ueroroyia TS voGov

Perforin, granzyme

TGFB
IL-10

Pathological tissue

Peyronel, F., Della-Torre, E., Maritati, F. et al. IgG4-related disease and other fibro-inflammatory conditions. Nat Rev Rheumatol 21, 275-290 (2025).



ALQYVOGTIKN TPOGEYYIGN

Amnoteitor GLVOLAGHOC KMVIKAOV, OPOAOYIKDOV KOl IGTOAOYIK®V EVPNUATOV, LE ATOKAEIGHO AAA®V VOST|LATOV (CUIUNTOVY)

2019 ACR/EULAR Classification Criteria for of\ I S N
IgG4-related Disease

Exclusion Criter]

Clinical

-Fever

-No objective response to
glucocorticosteroids

Highes item in
each domain is scored

/ . 4
- ¢

Histopathology Immunostaining

Y o

Serum IgG4 Bilateral lacrimal,
concentration parotid, sublingual,
aubm-ndlbuhr

EvaicOncia: 77-82%
Ewdwomra: 98%

Serologic

-Unexpiained leukopenia and
thrombocytopenia

-Peripheral eosinophilia
-Autoimmune disease (eg: ANCA,
Extractable nuclear antibody positive)

Radiologic

-Suspicious for malignancy/infection
-Rapid radiologic progression
-Splenomegaly

-Long bone abnormalities consistent
with Erdheim Chester disease

Pathologic

-Cellular infiltrates suggestive of
malignancy

-Prominent neutrophilic
-Prominent necrosis
-Granulomatous inflammation
Necrotising vasculitis
-Macrophage/Histiocytic disorder

-Multicentric Castieman's
disease
-Inflammatory bowel disease

-Hashimoto thyroiditis Kidney Retroperitoneum

“lten lists are not included here
Wallace ZS, Naden RP, Chari S, et al, Arthritis Rheumatol, 2020:72(1):7-19. Infographic by y @ironkené




Polog 1gG4 opov

— PPV y10 1lgG4 >5x ULN: 75,4% — BonOntucd aAid dxt 610y veoTiko
— 25% pe avénuévn 1gG4 £xovv teAkd GAAN VOGO
— Apketol aoBeveig pe Betikn Proyia £xovv pucioroyikn 1gG4

— Mn e01kn avénon 1gG4 : Aeppouoata, ¥pdvieg Aotuméels, avosobepameio aAlepyloyovov



Buwvia

1. Dense lymphoplasmacytic infiltrate 2. Storiform fibrosis 3. Obliterative phlebitis
) ‘ i YR (-3 ‘ ' D 7 N s | RN SRR SN

. (\""’:?‘““}f(‘} : i\ i ﬂ R{ ﬁ/" ;'}:‘{ Rt 'B\ig‘. A

Figure 2. Immunostaining for 1964 and IgG in lgG4-related disease. Most of the IgG-positive plasma
cells are also positive for Ig64.>

Arias-Intriago, M., et al. IlgG4-Related Disease: Current and Future Insights into Pathological Diagnosis. Int. J. Mol. Sci. 2025, 26, 5325.



Buwvia

Histologic findings characteristic for igG4-RD

Must look for “positive”
" . - . + Plasma cell-rich inflammation
and “negative” findings + Obliterative phiebitis

+ Storiform fibrosis
+ |1gG4+ plasma cell infiltration

Excluding IgG4-RD Confirming the diagnosis
e . ™
Histologic findings unlikely to occur in IgG4-RD
* Necrosis
» Neutrophilic infiltration / Abscess
* Granuloma
» Necrotizing vasculitis
% &

Arias-Intriago, M., et al. IlgG4-Related Disease: Current and Future Insights into Pathological Diagnosis. Int. J. Mol. Sci. 2025, 26, 5325.



Avtodvoon moykpeotiTioo kot IgG4 Pancreatitis  lgG4-RD

H tomov 1 avtodvoon maykpeatitida (AIP) eivar 1 cuyvotepn moykpeatikn ekONAmon

EppaviCetoan cuvnibwg wg avddvvog iktepoc (70% tov acbevov)

o Inuoavtikotepn 0/0 eivor Le TO 0OEVOKOPKIVOLLL TOYyKPEATOG

2% TG (POVIOG TOYKPEATITIONS
40%-70% veodidyvmon XA

Table 1 Differences between type 1 and type 2 AIP.%!

Autoimmune Type 1 Type 2
pancreatitis
Gender Males > females Males = females Al(l(pOp(’l AIP 1 VS AIP 2:
Age of onset Adults Young people
and adults
Histol Lymphoplasmacytic Idiopathic 4 - L . r 4 4
. sglefmigg e e Tn_noc,_l.’ avopeg (3-8:1), T]?»l,KlOL ~60 etav, | 9G4-RD, GLYVEG
pancreatitis pancreatitis vtoTponé (30-50%), oxetilopevn yoroyyeutido.
Meutrophilic None Common
infiltrate
IHC 1gG4 positive  Yes No Tomog 2: ico pvAo, nhkia 40-50 etav, oyetilopevn pe IBD
;i:;?nf; z;ﬁly elevated :';D”Qal (30-40% ehcddng koAiTida), omdvieg vrotpoméc (10-20%),
steroids yopic avénon 1gG4.
Extrapancreatic =~ Common (IgG4-RD) Rare
lesions (associated
with IBD)

IBD: inflammatory bowel disease; IHC: immunohistochemical.

Compaily, L et al. “Factors predicting mortality in severe acute pancreatitis.” Pancreatology : official journal of the International Association of Pancreatology (IAP) vol. 3,2 (2003): 144-8.


https://creakyjoints.org/igg4-rd/pancreatitis-or-igg4-related-disease/

AIP | vs Pancreatic Cancer

Table 4. Differential diagnosisbetween AIP and pancreatic cancer: important points

AIP Pancreatic cancer

Clinical features

Exocrine insufficiency Frequently Rarely

Cachexia, anorexia Rarely Frequently

Pain Rarely Frequently

Extrapancreatic disease =~ Non-metastatic lesions Metastatic lesions
Serology

Autoantibodies IgG4 >135 mg/dL IgG4 <100 mg/dL

CA19-9 <200 U/mL >200 U/mL

Amylase, lipase Mild elevation (2 or 3-fold) Usually normal
Imaging

CT Diffuse (sausage-shaped pancreas with hypodense Focal

MR-elastography
ERCP

Secretin-enhanced MRCP

EUS
EUS-elastography
Contrast-enhanced EUS

Histology

Treatment

rim) or focal

Diffuse or focal stenosis of the pancreatic duct

No metastasis or infiltration of adjacent tissues

Homogenous stiffness pattern

Diffuse or focal narrowing of the duct >3.5 cm

No post-stenotic duct dilatation

Strictures in the proximal half of the common
bile duct

Infiltration of the papilla with IgG4+ plasma cells

Duct-penetrating sign

Hypoechoic diffuse or focal enlargement with
hyperechoic spots

Homogenous stiffness pattern

Homogeneously hypervascular

Pattern of lymphoplasmacytic sclerosing pancreatitis
or idiopathic duct-destructive panaeatitis

Response to corticosteroids

Focal stenosis of the duct

Infiltration of adjacent tissues and distant metastases

Heterogeneous stiffness pattern

Focal narrowing or obstruction of the duct <3.4 cm

Post-stenotic duct dilatation > 5.2 mm

No strictures in the proximal half of the common
bile duct

No infiltration of the papilla with IgG4+ plasma cells

No specific sign

Absence of hyperechoic spots

Heterogeneous stiffness pattern
Mainly hypovascular
Ductal adenocarcinoma

No response to corticosteroids

Psarras, Kyriakos et al. “Autoimmune pancreatitis versus pancreatic cancer: a comprehensive review with emphasis on differential diagnosis.” Hepatobiliary & pancreatic diseases

international : HBPD INT vol. 10,5 (2011): 465-73.



AIP | vs Pancreatic Cancer

Obstructive jaundice or mass in the head of the pancreas

MRI/CT findings

v

Highly suspicious

3

Inconclusive Highly suspicious

of AIP of
¢ adenocarcinoma
Serology and . ¢
involvement Negative cancer  Yes
of other organs study «——— Involvement of
other organs
(A00)
Yes, atleast No Serology and involvement
1 highly of other organs
suspicious
for AIP » Low No
¢ + suspicion
High suspicion for AIP
Prednisone for AIP l
40 mg/24 -
h (2 weeks) Positive for cancer|
¢ Pancreatic——Jp
l biopsy*
Reevaluate with IgGA, ¢
CA 19-9 and morphology Inconclusive/
on pancreatic imaging study not done v
¢ Treat
as pancreatic
Response to treatment A cancer
Surgical
resection
Yes — No —
AIP Reconsider e
diagnosis AIP diagnosis Definitive
diagnosis of
< ’pancreatic cancer

“Made under ecoendocopic control, 19 gauge trucut needle

Awyvoon:

10G4 / CA19-9/ Buowyia / EUS / OgpoamenTiko KprTijplo




AEOVIKT KOl LOYVIITIKNY TOLOYPOOLO

Awgyvtn poper) Eotwoki] popon

“ .

Fig. 1. Diffuse type of autoimmune pancreatitis with sausage- Fig. 2. Focal type of autoimmune pancreatitis in the head of the
shaped pancreatic enlargement and a hypodense (capsule-like) pancreas, resembling pancreatic cancer. Definite diagnosis was
rim around the body and tail of the pancreas. made after biopsy.

Psarras, Kyriakos et al. “Autoimmune pancreatitis versus pancreatic cancer: a comprehensive review with emphasis on differential diagnosis.” Hepatobiliary & pancreatic diseases
international : HBPD INT vol. 10,5 (2011): 465-73.



IgG4 yohayystitido (IRC)

Rt

Histology
= Lymphoplasmacellular infiltrate
+ Obditerative phiebitis
+= Storiform fibrosis
+ igG4+ plasma cells:
- Biopsy: =10/ HPF
- Resaction: »50MHPF
- IgG4+AgGE+ plasma cell ratio =04

Imaging

1. Non-invasive imaging: CTRRCP+HMRI
2. EUS, ERCP. cholangioscopy +
histopathology

Suggestve of IRC:

= Bile duct wall thickening
- Longitedinal, =25 mm, band-shap-sd
- =08 mm in non-stricbured ansess

= Ahsence of short bile duct stenoses

Serology

= Serum gGd
- =dx ULM pathognomonic
- 1-2x ULKM: igGE4aflgE1 ratio =024
indicative of IRC

= Sarum gE2 high

= Future: single sccurate diagmnostic test?

Other organs
= History of organ resaction, biopsy material
= Caraeful history and physical examination

= Imeging amd histology upaon indiceton
= Asgasse pancreatic imvohremeant including
exo- and endocrine fun-ctom

= Future: role for whole body PET-CT?

Response to therapy

After 2-4 weeks of induction therapy
= Bischamical: ALP, gET, bdlirubin

= Sarology: serum 1gGa

= Imaging: improved bilisry strictures

= Future: role for whole body PET-CT?

Sclerosing Cholangitis 1gG4-RD

50-70% cvvovaletoun pe AIP 1

Amo@pakTiKo ikTtEPO

Eneic6010 dhyouvg 11 duspopiag oty dve Kotio
Kvnoud Aoym yordotoong (13% ot lammvikn kodpt)
Péhog toov 1gG4/1gG1 évavtt g avvelivng All
Alopopikn| 01dyvmon: yorayyeioCa, PSC

Shomosegawa et al. J Gastroenterol 2009, Bjornsson et al. Curr Opin Gastroenterol 2008, Geyer et al. Curr Opin Rheumatol 2011, Stone et al. Curr Opin Rheumatol 2011, Saegusa et al.
Pancreas 2003, Nishimori et al. Gastroenterology 2009, Kamisawa et al.J Hepatobilary Pancreat Sci 2019, Zen et al. Gastroenterology 2016


https://creakyjoints.org/igg4-rd/sclerosing-cholangitis-or-igg4-related-disease/

IgG4 yohayyetitido (IRC)

Anewkoviotikd Evpripota:

» Moakpég Kol TEPIGGATEPO TOVIOEIDELG
otevooelg oty IRC

» Ildyog Toryympatog KXIT >2.5 mm ce MRI

» EUS: KukAikr|, GupUETPIKY| TéLVOT TOLYDUOTOG [E
Aetec €om ko EEm emupdveleg

» Ildyog Toryymdparog >0.8 mm ce un otevopéveg
TEPLOYES

» Amnovcia Bpayémv otEVOGENDY

Type 1 Type 2a Type 2b
I e S P -

Distal CCA

el

ﬁM:}CF‘ { { ¢ {
ndings
9 Type 3 Type 4 Klatskin tumor
{ I
Circumscribed short strictures
> Long, band-shaped strictures Beaded biliary tree
Suhgﬁg:égve Absence of short bile duct strictures Pruned biliary tree Short bile duct strict
findi Single-wall CBD thickness >2.5 mm Skipped bile duct lesions ort bile duct stricture
o Continuous bile duct wall thickness from distal bile duct to hilar region Outpouching diverticulum
Single-wall CBD thickness <2.5 mm
IRe
Bile duct thickness Outpouching %
>0.8 mm in non-strictured area  Smooth inner diverticulum Invasive
and outer margins Irregular bile
Irregular bile duct wall
duct wall
IDUS
findings

Symmetric abnormalities
Intact three layers (inner wall, cholangiocytes, outer wall)

Asymmetric abnormalities

As tric ab liti
e Disappearance three layers

Disappearance three layers

Shomosegawa et al. J Gastroenterol 2009, Bjérnsson et al. Curr Opin Gastroenterol 2008, Geyer et al. Curr Opin Rheumatol 2011, Stone et al. Curr Opin Rheumatol 2011, Saegusa et al.
Pancreas 2003, Nishimori et al. Gastroenterology 2009, Kamisawa et al.J Hepatobilary Pancreat Sci 2019, Zen et al. Gastroenterology 2016




OPpumEVTIKN TPOGEYYLION

Medical therapy

No contraindication
to glucocorticoids

!

Glucocorticoid monotherapy
(e.g. prednisona 0.6

mgykg per day)

|

Progressive tapering

Partial contraindication
to glucocorticoids

}

Combination thearpy
Low-dose glucocorticoids (e.g.
prednisone 10=15 mg per day)

+

Rituximakb or other
B cell-depleting mAbs

or

Azathioprine (2 mg/kg per day)
or

Methotrexate (up to 20 mg
per week)
or
Other alternatives
(i.e. mycophenolate or
cyclophosphamide)

Absolute contraindication
to glucocorticoids

}

Rituximab monotherapy
(Twao doses: 1g 2 weeks apart)

or
other B cell-depleting mAbs

{

Failure to obtain
clinical response

}

Reconsider diagnosis

|

Inadequate initial reponse
or steroid dependency

}

Modify treatment strategy
(e.g. combination therapy)

~0.6 mg/kg npedviloAdvng

85% avtamokpion ota GCs
15% avBextikn vocog

OepumTEVTIKO KPLTIPLO:

KAwvikoepyaotnpioxn kot arneikoviotikn feltioon oe 2-4 WKS

Peyronel, F., Della-Torre, E., Maritati, F. et al. IgG4-related disease and other fibro-inflammatory conditions. Nat Rev Rheumatol 21, 275-290 (2025).



OepomevTIKN CVTILETOTION TOV 0c0evn noc:

~0.6 mg/kg npedviLoAOVIG

‘Evap&n ayoyng Prednisolone 50 mg/d

Y& 3 WKs: emovextiunon

Néog epyaoctnplokdg Ereyyoc:

IgG4 =150 mg/ dl

Glucose
Creatinine

Urea
WBC

PLT
Hct

AST
ALT
vyGT
CRP

Apvidon

103 mg/dl
1.1 mg/dI

34 mg/dl
14000

210000
44

22 1U/L
34 IU/L
45 IU/L
<0.3
100

OMQX...



Buwowio AKA:

AoBextoun AKA kot Aeppadevikdg kabopiopnoc
Néa proyia:

Adevokopkivopo AKA, T2NOMO, RO ektoun



10G4 and lung involvement (17 — 23%)

75% acvuntopatikot, Toyaio vpnua,
40% atomio

XopoKTNPIoTIKA:

IcvyKevrpo')cselg 1gG >3.000 mg/dl kan 1gG4 >1.000 mg/dI
I ovykevipmoelg SIL-2R (~1.000 U/ml).

40-60% RF +, ANA

~50% gppaviCovv yaunid ohkd couniipoue (CHS50)
Agppoxvttapikd BAL

ATOQPOKTIKY aptnpitidn,

Inoue et al. Gen Thorac Cardiovasc Surg 2007
Zen et al. Am J Surg Pathol 2009

I ®awvotvmon:
— MecoBwpdxio
— [Tapéyyopa:
Me 4 akTivoAoyIKa TpOTUTTO:

|
|
|
|
|
|
|
: Brochovascular thickening

I Alveolar interstitial

| Round-shaped GGO

I Nodules

|

I — Ynelwkotag

|

I — Ayyewokn vocog- ITvevpovikn veéptaon



IgG4 ko Kakon 010 Concer  IgGA-RD

scientific reports

q

OPEN |Increased cancerrisk in patients
with IgG4-related disease in a
nationwide South Korean cohort,
2012-2021

Hoonsub Sol, Su Jin Choi?, Sojeong Park?, Minae Park® & Doo-Ho Lim2™

310 moapeABov cuoyétion pe Ca oTopdyov Kot Tved oV,

Ye puerét 2150 acBevav:

*  Avénuévog xivouvvog kakondetac (SIR 4,12)

* O kivovvog etvar péyiotog katd tov 1o ypdvo petd ™ ddyvoon (SIR 7,13)

*  Yynrotepog Kivouvog Tapatnpeital yio:
Awatoroyikég kakonOeteg (SIR 15,3), kupiog MDS ko non-Hodgkin Aéugpmpa.
[Maykpeatikd adevoCa (SIR 14,5).
Ca yonoopwv


https://creakyjoints.org/igg4-rd/misdiagnosed-with-cancer-it-could-be-igg4-related-disease/

IgG4 ko Kokon 010

Avénpéva enineda 1gG4 ko avénuéva IgG4+B kuttapikd
omoOnua og OyKovg =mmp KaKn TPOYVMOO

IgG4 avtayoviletar Anti-tumor abs yio cuvdeon oe Ag Tov
OyK®V

Ta kdTTOpa Tov dykov mapdyovv IL-4 kon IL-10

— Wallace et al.: Neoavtiyova Tov KapKIvVIK®V KOTTAPOV
EMAYOLV AVOGEC OVTIOPAGELS

— Avtopatn vVeeon [gG4-RD petd and eEaipeon Tov Kapkivov

1gG4 ws mapaveomlocuaTiKo cHvopouo

Aopritioa/omoOonepirovaikiy ivwon

CXCR5+CD2-double negative =
T cells are increased in the Blocking of / j
malignancy phgnotype asan antitumor immune | § y
immunological feature responses ke
§ Tumor —
PCXCRS cells Increased 1gG4
Ao, Tumor compete with
'\ y antigen 9G4 antitumor
T ST \Q\( antibodies antibodies for
. ) v binding.to tumor
Chronically antigen- IL-4 B 4 ; antigens

stimulated CD8+T cells
downregulate CD8 expression lgG4

in an IL-4 environment i Q \)' antibodies

Tumor cell produce
IL-4 and IL-10

resulting in lgG4 .
Fractalkine,‘ responses IL-4
R Pl I
) = .CX3CR1. asma ce
e (@ CX3CRI

N2 Decreased naive [I
Increased TEm CDB+T cells due to -
CX3CR1+CTLs via - immunosenescence [IIRTSSE
infiltration through o
vascular
endothelial cells

Akiyama, M., et al. (2025). The immunological pathogenesis of IlgG4-related disease categorized by clinical characteristics. Immunological Medicine, 48(1), 11-23.
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19G4:150 1gG4:95 1gG4:90
[Tpedvilorovn 50 mg [IpedviLoAdvn 0 mg Xwpig Yrotponn
Adevokapkivopo AKA MRI éveo kokiag/MRCP (-) PET scan: yopic eotia
VIEPUETOLOAGLOD

| IgG4-related disease presenting as a paraneoplastic
syndrome: report of two cases and literature review

Get access »

Mitsuteru Akahoshi &, Yojiro Arinobu, Yusuke Kashiwado, Aya Omoto, Masahiro Ayano,
Hiroki Mitoma, Yasutaka Kimoto, Nobuyuki Ono, Takahiko Horiuchi, Hiroaki Niiro

Modern Rheumatology Case Reports, Volume 5, Issue 2, 3 April 2021, Pages 371-376,
https://doi.org/10.1080/24725625.2021.1896096
Published: 03 April2021  Article history v




Poroc PET scan

2 imaging patterns of AlP:

e Odyvto (diknv Aovkdvikov, anmiela AoPocemc, opoloyevng/etepoyevig tpoécinyn FDG)
e eotoko (veppetafoiikn pdlo — 8/6 and kopkivo)

Bonntucd onpeia npog AIP: nepuaykpeatiko yeidog (halo), amovoio Mmddovg dratapayng Kot ATMOoVS VEKPOGTG

‘%‘

Porog:
[ToAvovomuoatikny vocog/ emthoyn Blroyiog
Avtamokpion o1n Oepaneio

Tang CYL, Chua WM, Cheng LTJ, Fong W, Zaheer S, Lam WW. 18F-FDG PET/CT Manifestations of IgG4-related Disease. Br J Radiol. 2021;94(1124):20210105.



Poéroc FAPI PET scan

ORIGINAL RESEARCH

ORP)AE?I ["*F]FAPI PET/CT-based scoring systems

for patient assessment in IgG4-

Rheumatic & 1 e
Musculoskeletal IEIa‘ted dlsea‘se Score (0-3) Interpretatlolzlsslo:i';:c:;;ul;i;;l/g?an Ao Salivary gland Pancreas Retroperitoneum Liver

Diseases

1 ® Normal FAPI uptake in an organ (below

Donghe Chen © ' Danging Huang © > Chuanyin Sun @, Zhenfeng Liu ©, FPASIEGA 0 | ot bold)
Danhua Zhu © * Kui Zhao © ' Xinhui Su ©

® Without any morphological abnormalities.

® Slightly increased FAPT uptake in an

FPAS-1gG4 1 organ (above the threshold but below
threefold)
® Without any morphological abnormalities
FAP (Fibroblast Activation Protein): Tpmtedon cepivng mov
eKQpALeTOL GE EVEPYOTOMUEVOLG VOPAAGTECS FPASIEG4 2 | @ Stightly increased FAPL uptake n an
14 14 14 Ié 14 14 Croa
Avaoegn tvoong koplmg o€ TiyKpeas Kol GlEA0YOVOUG 0OEVES ® With morphologialabnormaiis*

FPAS-IgG4 3 | @ Markedly increased FAPI uptake in an
organ (above threefold the threshold)
® With morphological abnormalities

*Morphological abnormalities such as organ enl tissue thickening, space-occupying lesions, adjacent inflammatory infiltration, and mass effect on adjacent structures
were identified based on imaging-specific criteria from the 2019 American College of Rheumatology and European League Against Rheumatism classification for IgG4-RD
and previous study.

HpokTiKd:
Eotio FDG-0gtiki] — @AeyLLOVAOONG-VTEPTAAGTIKT] PACT
Eotio 68Ga-FAPI-0etikn} / FDG-apvntiki] — mbovog vtk ¢aon

Chen D, Huang D, Sun C, Liu Z, Zhu D, Zhao K, et al. [18F]FAPI PET/CT-based scoring systems for patient assessment in 1gG4-related disease. RMD Open. 2026;12:e006540.



Misdiagnosed With Cancer? It Could Be
.‘ lgG4-Related Disease

v 1gG4-RD: cvuotnuatiky voeAEYHOVOING VOGOG e TOAVOPYOVIKT TPOGBOAR Kot EVTovn KAIVIKT £TEPOYEVELQ
v’ ZovOetn alinienidpoon B kot T kuttapov (Th2, CD4+ CTLS) kot tpoaymyn ¢ ivoong

v 1gG4: by khprog TaboyeveTikog mapdyovtog, Thavi ovIIQAEYHOVOING/ pLOGTIKY 0moKpIoT

v H &1Gyvoon anotel cuvdvuoacpid KAMVIK®OVY, 0pOAOYIK®DV, OTEKOVICTIKMV Kol KUPIMG I6TOAOYIKOV EVPNUATMV.
v" H wroloyia mtapapévet to gold-standard

v Ogopatikf amdkpion ota YAvkokopTikoegldn (Oetikn Srayvmotikn a&ia)

IgG4-RD is Known

as the ‘Great
Mimicker’

v TIpocektikf 8/8 omd kakon0eleg Kot AoUMEELG

v AvEnuévog kivduvog kakondsiag, 1dimg Tov 1° ypovo and ) Sidyvoon

Aev givar kale pala pleypovarong. Aev gival kale palo petactatiky. Xe aupifolia, froyio Kot Twv ovo.
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