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AvakepaAaiwvovTac....

o AvOpac
o Bn dekacTia
e TTuoyovoc Aoipwén (naTikd amooTnudria)

o Ekoegonuaopévn didtaon Twyv eveonTaTIKWY
XOANPOPWYV HE TTETTAXUOHEVO ToiXWHA
o Idiaitépwg augnuéva emimeda IgG4 opou
 FNA Amaroc:
— Aep@OoTTAAOUATOKUTTAPIKA O1NBNON
— IgG4+ cells >10/HPF
— Tvwon



2 KANPUVTIKA XoAayyeliTida:

e TTowToTma®ONC oKANPUVTIKA XoAayyeliTida
o 2TIaOAC OKANPUVTIKA XoAayyeliTioa

o 2XeTICOUeVN He IgG4-0AnpuvTIKA
xoAayyeiiTida (Ig64-SC)
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A new clinicopathological entity of IgG4-related autoimmune disease
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Atsutakie Oxamoto®, Naoto Ecawa!, and HirosHr NAkAJimA'



AiayvwaoTikd kpiThpia Ig64-SC , 2012
Japanese Biliary Association

e KaBodnyouv Th diayvwaon Kai Th 0idkpion
TG Ig64-SC amé PSC kai CCA

» TaCivoyei Tn didyvwon tng Ig64-SC oe
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- miBavh (probable)
- duvath (possible)




Juwnese Clinical Diﬁmsﬁc Criteria of Iﬁﬁ(}, 20121

1. Hematological examinafion J Elevated serum 1gG4 concenfrations (=135 mg/dL)

2. Biliary fract Imaging Diffuse or segmental narrowing of the infrahepatic and/or exirahepatic bile duct associated with fhickening of the
J bile duct wall

3. Coexistent organ involvement Autoimmune pancreatifis, 1gG4-related dacryoadenifis/sialadentfis, or Ig64-related refroperifoneal fibrosis

4. Histopathological examinafion ~ a. Maurked lymphocyfic and plasmacyte infilirafion and fibrosis

& b. Iniiltation of Ig84™ plasma cells: 101984 plasma cels per high-power field
¢. Storiform fibrosis
d. Obliterative phlebifis
5. Opfion: steroid therapy Opfion fo assess response fo steroid ierapy in a specialized facility, with access fo endoscopic biliary biopsy and
endoscopic ulfrasound-guided fine needle aspiration once pancreafic or biliary cancers has been ruled out

Definie diagnosis Probable diagnosis Possible diagnosis
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O aoBevic¢ pac...
gixe TTOAAATTAA NTTATIKA ATTOOTHATIA

Surg Today Published online: 18 December 2012

CASE REPORT

Ig(G4-related intrahepatic sclerosing cholangitis resulting in sepsis
caused by secondary suppurative inflammation: report of a case

Motonobu Saito + Tatsuo Shimura + Yuko Hashimoto + Teruhide Ishigame -
Rei Yashima + Yoshihisa Koyama - Seiichi Takenoshita

Acute obstructive suppurative cholangitis is a severe patient’s condition was complicated by sepsis and pre-
inflammatory event caused by obstruction of the bile duct; DIC from the suppurative inflammation, IgG4-related
however, it is rarely caused by IgG4-related sclerosing sclerosing cholangitis should be considered in the dif-
cholangitis. ferential diagnoses,



2 KAnpuUVTIKR XoAayyeliTida

oxeti{opevn ye IgG4
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IgG4-related Disease (lgG4-RD)
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2_UVUTTdpxouad EVTEPIKA OAEYLOVA

e EkkoATTwuariTida
« TONE

e TTpoaPpoAn Tou evTépou oTo TAQiolo
IgG4 - RD



SHORT REPORT  Journal of Crohn's and Colitis (2013) 7, e81-e84

The successful treatment of 18G4-positive colitis with
adalimumab in a patient with IgG4-related sclerosing
disease — a new subtype of aggressive colitis?

Mani Naghibi ®, Adil Ahmed ?, Adnan M. al Badri °, Adrian C. Bateman
Hugh A. Shepherd?, John N. Gordon **

that the raised serum lgG4 levels and the florid colonic lgG4
infiltrate in this case are a consequence of systemic lgG4
sclerosing disease rather than a non-specific inflammatory
response, and therefore the colitis in this case reflects an
extrapancreatic manifestation of 18G4 sclerosing disease
rather than a separate associated autoimmune condition.

the clinical course of G4 associated colitis

may be more aggressive than classical ulcerative
colitis.



Images in Pathology

International Journalof Surgical Pathology

lgG4-Related Plasmacytic Enteropathy ﬁi@{w

Mimicking Ulcerative Colitis sgeibcomformtPemisors

DOI: 10.1177/106489691 1431887
huep:/fjs.sagepub.com

§SAGE
Johji Imura,MD, PhD' and Takahiro Fujimori, MD, PhD'

the infiltrating cells were mainly composed of
plasmacytes producing [gG4 predominated

These findings support a diagnosis of
[gG4-related plasmacytic enteropathy.



Iq64-SC

uttod1ayvVWapEVN ovToTNTd

AuCavouevn ouxvoTnTd avayvwpiong

Results by year
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EmidnuioAoyika xapakrtnpiotikd@ Ig64-SC
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Table 2. Demographic Features of IglG4a4-5C

Age (yr)

Apge at pre—

Region N ear Mo Dlale sex, Do .
sentatiorn, &I

usat® 2008 53 85 G2

TIE ! 2014 G8 7A G1"

Japan” 2017 S2F a3 GG

IcGa4-5C, IgG4a4-—related sclerosing cholangitis.
*NMean; Median.
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TTapdyovrec KIvOUVOU-OUOXETIOEIC

* "blue collar workers" (~60%)

* AAMAepyia W/kai Atottia (~40%)

* AuTodvooo voonua (~10%)



KAivikéc ekdnAwoeic Ig64-SC

* ATIOQPAKTIKOG iKTEPOG ( ~7D%) |

e KoiAiakd dAyog (40%)
o ATTWAEcIa owpaTtikoU pdpouc (~15%)

. Mayspearinia (3%

* AMoiwaei¢ aota xoAnpopa (~60%)

Huggett, Motthew T et ol American journal of gastroenterclogy vol. 109,10 {2014): 1675-1683.




AmeIKOVIOTIKA euphuara otnv Ig64-SC

o OToI00ATTOTE HEPOC TOU XoAnwopou dEvOpou
« AidomtapTec oTevwoeic/amoppdl el

e TTpooTevwTikéC O1ATATEIC

e TTdxuvon Toixwpatoc¢ XoAnwopwy

* Mala hmatoc/xoAayyeiwv



ERCP tuaioBnoia 45% -c181koTnTa 88%
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United European Gastroenterology Journal 2(3):165-172 - May 2014




Epyaotnpiaka supiuara otnv Ig64-SC

f ALP (~95%)

Aidxutn uTepyappacgaipivaipia

A

I IgG4 opou (~85%) ..
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Ig64 avoooowaipiveg

D Asymmetric bispecific antibody formation
(Fab-arm exchange)

@Antlgen




Clinicopathological
implication

Serum or tissue
eosinophilia

High IgE level

High 2G4 level
lgG4" cell infiltration

Treg activation

L B Fibroplasia
Fibroblast

. Figure 8 Immunological correlates of the histological features seen in IgG4-related disease. l




C Cellular Infiltrate wlthin Affeded Organ

Immune complex deposition

Epithelial damage
through autoimmunity
or molecular mimicry

Mx cell infiltration

D Clinical Results

Tumefactive enlargement
of affcted organs o ies Organ dysiuacion

N Engl ] Med 2012;366:539-51.
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Ig64 opoU Kai...mayidec!

e 30% aoBevwy : puoioAoyikd emtiTeda

e Autnuéva oc 5% TwV LYIWV

e Aulnuéva ae dAAec voooAoyikéC ovToTnTeC (auToavoaia,
aAAepyiec, Aoipwéeic)

o Aulnuéva oe 10% aoOevwv pe CCA K TTAyKpeATIKO
KapKivwua
[ > 450 mg/dl : 6x1 emikdaAuyn]

o Aulnuéva oc 15% aoBevwv pe PSC

e Aulnuéva emimeda dev avravakAoUv evepyoTnTd VOOOU 1
TN CUUUETOXA TTOAAWY opydavwyv



Tipuéc IgG4 opou > 560 mg/dl
audavouv

Thv €101KOTNTA Kai Thv PPV via Tn
di1dkpion TnG Ig64-SC am6 PSC
kai CCA ot 100%.



o «I'kpiCa Cwvn» oTav
sIgG4 < 2 AZT
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BOONSTRA, CULVER, ET AL. HEPATOLOGY, Vol. 59, No. 5, 2014




PSC lgG4-SC
Al 15:1 7:1
nAwkia évapénc < 40 sTtwv > 50 eTwv
APYLTEKTOVIKT) XOANdOpwv Ko oAoyLosidg HOKPLEC OPOAEC
gp@avion, OTEVWOELC

Avénpéva enineda slgG4

TIEPUPEPLKA OAV ELKOVA

AumiBnon wotov pe IgG4+
ZUppETOXn TEp/pwv opydvwy
Zvoyxetmon pe IONE
Zuoy£tnon pe yoAayysioCa
pANCA

Avtamnokpion ota GCS

TMANIA TYNHOOE
OXI NAI
NAI OXI
NAI OXI
TYXNA EIANIQZ
SMTANIQZ (%) NAI




TLoTtoAoyika eupnuara ot Ig64-SC

o AspypotmAaopaTokUuTTApIKA O1NONON

e Storiform fibrosis
(8iknv Tpoxou apdincg)

o ATTOPPakTIKA WAepiTIOA



Consensus statement on the pathology of
IgG 4-re|ated disease Mopern PaTHOLOGY (2012) 25, 1181—-1192
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Sugegested cut points for the diagnosis of IgG4 related

disease

Organ

Lacrimal gland

Salivary gland

Lymph node

Lung (surgical specimen)

Lung (biopsy)

Pleura

Pancreas (surgical specimen)

Pancreas (biopsy)

Bile duct (surgical specimen)

Bile duct (biopsy)

Liver (surgical specimen)
‘Liver (biopsy)

Kidney (surgical specimen)

Kidney (biopsy)

Aorta

Retroperitoneal

Skin

Suggested cut points
for 1G4

=100
= 100
=100
=50
=20
=50
=50
=10
=50
=10
=50
=10
=30
=10
=50
=30
=200

In enumerating the lgG4+ plasma cells, 3 high power Ffelds (hpf) with the
highest number of IgG4+ plasma cells should be identified, and the average

of the results from those three hpfs should be used. The sire field usually

. used s O.1l9amma2, .



Table 2. Non-malignant complications developing in the AIP and
lgG4-5C cohort

NMon-malignant complications % Of 115 patients
Liver

Cirrhosis and liver failure 5

Liver transplant 0.9
Pancreas

Exocrine insufficiency 53

Endocrine insufficiency (diabetes) 37
Renal

|mpaired renal function—stage 2—4 CKD 12
Vascular

Portal and splenic vein thrombosis 9 _

AlF, autoimmune pancreatitis; CKD, chronic kidney disease; |lgG4-5C, lgG4-
related sclerosing cholangitis.

_ Huggett et al. The American Journal of GASTROENTEROLOGY  vOLUME 109 | OCTOBER 2014 .



TABLE 3. IMMUNOSUPPRESSIVE THERAPY IN 1IGG4-
RELATED SCLEROSING CHOLANGITIS

Agent Regimen

Prednisolone™® 30 to 40 mg for 2 to 4 weeks
Taper by 10 mg every 2 weeks uniil 20 mg,
then 5 mg every 2 weeks

Azathioprine’ 2 mg/kg per day in a single dose

Mycophenolate mofetilf

Mercaptopurine®

Methotrexate®

Tacrolimus®

Cyclophosphamide!!

Rituximab

750 to 1000 mg fwice per day

2.5 mag/kg per day in two divided doses

10 to 25 mag/week plus folic acid

Adjusted to a target blood level range of 4 1o 11
ng/mmL

15 mg/kg every 2 weeks for three doses and
every 3 weeks fthereafter by infravenous
infusions

1,000 mg af week O and week 2 by infravenous
infusions; further infusions at 3 fo 6 months

guided by response and relapse




= Clinical symptoms (abdominal pain, abstructive
jaundice, etc)

= Jther organ invobsement

(salivary glands, retroperitoneal fibrosis, etc)

Nn‘L * Yes

Observation Control of blood sugar or biliary damage
Historny of or high risk group for severe steroid
imtolerance?
-l» Yes
Steroid therapy Remission - Ritecimab™
« Rapid radiological response to treatment Ay one of
= Mormalised servm 1G4 concentration after = Diffuse enlarged pancreas before treatment
treatment = Delayed radiological remission
—| = Moother organ imrvohement before treatment = Persistent high serom IgGd concentration
=2 = upper normal limit) after treatment
= Inwvolvernent of two organs or more or proximal
IgiG4-related sclerosing cholangitis

1 v

. rMaintemance with steroid therapy
Ol at +—»| Rel ’
sepeation Slapse immunomoedulators, or ritueximakb

Fetreatmentwith sterocids or
steroid-sparing drugs

. .Adapted from Okazaki et al (2007). .
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0 doBeVvAC Hac...

ETMITTAEYHEVN e amtooThudTia Ig64- SC

Kal TIBavA evrepikA eKONAwaon oTo TTAdicio
NG Ig64-RD



lgG4-related Disease (IgG4-RD)
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H IgG4-RD cival
ToAuopyavikh/ToAUCUOTNHATIKA VOOOC

H didyvwon pacileTtar o ouvéuaouo
KAIVIKWY, ATTEIKOVIOTIKWY, PloxnUIKWY,
0pOAOYIKWY Kdl 10TOAOYIKWY gupnUATWV

TTpémer va A/ and dAAec kaAoRBeI¢ Kai
vEOTTAAOUATIKEC TTABATEIC

TTpoTeivopevn Bepameia: GCS
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