A20ENH2 ME ATKYAONOIHTIKH
2MONAYAITIAA & AYTOANOZH IgG4
2XETIZOMENH NATKPEATITIAA

; {, reniko Nozokomelo ATTIKHE ZIZMANOIAEIO - AMAAIA QAEMITK nnaa

YMNOYPTEIO YTEIAZ - AIOIKHZIH 1ng YME ATTIKHZ

8<19W?3€ nueges *MMETZIOZ FTEQPTIOZ:EIAIKEYOMENOZ
PevupatoAoylaC  rasTPENTEPOAOrOS

13-15 Mafoy *KQNZTA MAPIA: ENIMEAHTPIA B’
¥eni Pros moge Hotel PEYMATOAOTrIAZ

NOPOZ

GEITAAONIKN

-------------------



NMapouoiaon Meplotatikov

Avdpac 47 etwv, voonAsutnc oto EKAB

Karviotnc, 30 maKeTo-£TN

xapnAn oopualdyia pAsypovwdouc tumou amo 12etiog
Entetoodla lptdokukAitidac AAO amo 10etiog

Anouvoio:mepldpeptlkne apBpitidog, PpwplooLkou
eéavOnuatocg

ANPn MZAQ pe PEPLKN AVTATTOKPLON
2018: Sltayvwon AykuAomonTtikng ZiovOuAitidac
2018:Yriotpomialovta MeloodL0 TAyKpeaTitidac



Epyaotnplakoc EAsyyxoc

HLA-B27:0€tikd, HLA-B51: Betiko

TKE:18, CRP:2.4mg/L (tiuéc mpo evapénc Beparmeiac)
SGOT/SGPT/y-GT/ALP:kd

1gG4:3.8(<2),2/2018, 4.9(<2), 1/2020

AMY opou:180, AMY oupwv 1674 1U/L



ATELKOVLOTLKOG EAeYXO0C MUOGKEAETIKOU

* A/A Aekavnc-loxiwv: grade IV tepoAayovitida
AndW

 A/A ©OMZZ : Romanus lesions, apyopueva
ouvdeopodputa

* A/A OMZZ : apyopevo ouvdeopoduta



MOPEIA NO2OY- A2

opxtkn ektipnon: N BASDAI=3.8, T ASDAS-
CRP=2.9, TNASDAS-ESR=2.7, 1® BASFI=5.6

2/2020:évopén ADALIMUMAB

KaAn KAk avtanokpon® Meta 1 €toc:
BASDAI=0, ASDAS-CRP=0.6, ASDAS-ESR=1

OXI| vrtotpornn IptdokukALTLOOC HETA TNV
evapén ADA



MOPEIA NO2OY- NMATKPEATITIAA

Eneloodla maykpeatitidac: 2018 (1), 2019 (1), 2021
(3) (0L KOWALaLkO AAyoC)

YOOTPEVTEPOAOYLKN €KTLUNON (2" yvwun)
P "yoloAGiaon wc aitio vnotpornia{ovooc
niaykpeatittdac” P Xohokvotektoun 8/2021

emeloodla noykpeatitidac HETA XOAOKUOTEKTOUN:
11/2021, 1/2022 (kat’ oikov voonAeia)

MRCP (12/2021): xywpic dtatoon mayKpEATKOU
TOPOU, GUCLOAOYLKN QTTELKOVLON TIOPEYXUUOTOC



Arnteltkoviotikog EAeyyoc NEZ (1)

» EUS (4/2018)

e ALAYUTN OVOLLOLOYEVELD TIAYKPEATOC, XWPLC avadeLén
£0TLAKNC aAAolwonC

*  TIOAYKPEATLKOC TIOPOC K/
» MRI/MRCP (6/2019, 1/2021, 7/2021, 12/2021)

* Xwpic Olataon MAYKPEATIKOU TTOPOU

e K/b AMEKOVLION TIAYKPEATIKOU TIOPEYXUMOTOC



AmnelkovioTtikoc EAeyxocg MEZ (2)

» CT KotwAtacg (7/2021, 11/2021 pstd amnod snsloodia
naykpeatitdoag)

* MOYKPEOC: SLOYKWUEVO, oldnuatwdee, e acadn opla

* BQolepotnta nMEPLE AUtoug

* Tapoucia HECEVTEPLWV Aepdadevwy TEPLE TOU
TOYKPEATOC

* adpn acBeotwon kepaAng naykpeatoc (CT KotAiog
11/2021)



Mepi XOAOKUGTEKTOMNAG

» U/S npo xohokvotektopnn¢ (7/2021):Adomn evioc
X0ANd0xoU KUOTEWC
» MoBoAoyoavatoutkn £€kOeon

* aAAoOWWOELC XpovLiag XoAokuoTtitidog
* adevoulwaon TOU TOLWMOTOC TOU TUOuEvVa



Tiwuéc 1IgG4 opov

Huepounvieg eAéyxou

~ TZ-ANO|
 Tz-Ouy
1930
073V
- 0ZT-VIO
 0z-Any
 0Z-ANO|
~ 0z-duy
- 07-930
 6T3V
 6T-DIO
 6T-Any
~ 6T-ANO|
- 61-duy
- 6T-930
 8T-3V
~8T-VIO
 8T-Any
~ 8T-ANO|
 81-duy
81-930

o



lgG4 NO2O3

Avooo-6lapecoAaBoUpevn, PAEYHUOVO-LVWTLKN CUVORKN

Pituitary gland
Headache, visual field
deficit, lactation,
diabetes insipidus
(lgG4-related

hypophysitis)

Lacrimal gland
Swollen upper eyelids, dry eyes
(IgG4-related dacryoadenitis)

Salivary gland
Swollen submandibular portions, dry mouth

Thyroid (IlgG4-related sialadenitis)
Neck tightness,
. malaise, oedema Respiratory tract .
(IgG4-related Cough; similar to bronchial asthma

thyroid disease)

Kidney

Often asymptomatic;
hydronephrosis in renal
hilum involvement
(IlgG4-related kidney disease)

Lung

Cough, often
asymptomatic
(lgG4-related

Retroperitoneal cavi
lung disease) 7 i

Fever, malaise, aneurysm

in cases with periaortitis
(IgG4-related retroperitoneal
fibrosis)

Bilary tract
Obstructive

jaundice
(lgG4-related Pancreas
sclerosing Upper abdominal
cholangitis) discomfort,
obstructive jaundice,
impaired glucose
Prostate gland tolerance

Frequent (type | autoimmune
urination, pancreatitis)
feelings of
residual urine
(IgG4-related ST Trodos

prostatitis) lymph nodes

(IlgG4-related
lymphadenopathy)



IgG4 NO2Oz - 4 OAINOTYNOI

Group 1: Pancreato-hepato-biliary disease
Group 2: Retroperitoneal fibrosis and/or arthritis
Group 3: Head and neck limited disease

Group 4 :Classic Mikulicz syndrome with systematic
involvement



AYTOANO2zH NATKPEATITIAA

AouvnOnc popdn xpoviac tvopAeypovwdouc vooou
TOU TTOYKPEOTOC

TUTILKOL ATTIAVTAL OTAL KOPTIKOOTEPOELSN
Enumttwon — eMUToAQoOC:AyVWoTo
Extipnon (lanwvia)

-entimtwon 1/100.000

-ETWMOAQCHOC 5-6% TWV XPOVIWV TTAYKPEATITIOWV

AkshintalaV, Singh V. CGH 2019;17:1937-39



TYNMOI AYTOANOZHZ NATKPEATITIAAZ (AIP)

NepdonAacporto- I6lomtaOn¢
KUTTOLPLKN KEVTIPOTOPLKN
okAnpuvtikq LPSP  moakpeatitda - IDCP

Mean age at diagnosis 7th decade 5th decade

Male sex 75% 50%

Serum IgG#4 elevation 66% 25%

Other organ involvement Common - up to 60% No

IBD 2-6% 30%

Histologic findings Lymphoplasmacytic Granulocytic epithelial
infiltration lesions
Storiform fibrosis Scant IgG4 positive
Obliterative phlebitis plasma cells (<10 /hpf)
Abundant IgG4 positive
plasma cells (=10/hpf)

Risk for relapse Moderate-high (up to Low (<10%)
60%)

IgG4-related disease Yes No

Dig Dis Sci 2017; 62: 1762-1769
Gastrointest Endosc Clin N Am 2017; 27: 643-655



HISORt criteria (1)

Histopathological (H), Imaging (1), Serological (S) -serum IgG4-, Other
organ manifestations (O) of IgG4-RD and Response to treatment (Rt)

A
* Histology: diagnostic
histology on resection
specimen or pancreatic

core biopsy

« LPSP, OR
« >10 IgG4 cells/hpf
+2/3 out of:

* Periductal
lymphoplasmacytic
infiltrate

 Obliterative phlebitis

» Storiform fibrosis

« IDCP, OR
« GEL with minimal |gG4
positive cells.

B
* Imaging: diffusely

enlarged gland with
featureless borders and
delayed enhancement
with/without capsule-
like rim AND any one of
the following:

* Elevated 1gG4

* Other organ
involvement*

« Storiform fibrosis
with
lymphoplasmacytic
infiltration (but not
meeting all criteria in
A)

C
» Response to steroids**
(resolution/marked
improvement in
pancreatic/extrapancreati
¢ manifestations in
patients meeting criteria

for steroid use:
* Groups Aor B
* Patients without
typical imaging
featuresf and
negative cancer
workup who have
* One highly
suggestive
feature for AIP?,
OR
* Two supportive
features of AIP*

Am J Gastroenterol (2018) 113:1301-1309




HISORt criteria (2)

It odnyieg anattovvral OAa ta Kpiripla o€ 1 ek Twv 3 opddwy yia va tebel n Siayvwon

T T

A BAGBec LPSP rj/kat *  OLXEWPOUPYIKEC BloYieg OrpEpa OTIAVIWTATES

1gG4 mAaopatokUttapa >10/ HPF (IHC) (evtuxwc)
* EUS dUokoAo va éxoupe peyaAec Bloyieg

B * AUgnon IgG4 opov
* AU £ + Mn evi 0 gno p p
u:?::;:::::'::ngo S I TTOAD 5UG'I<O}\O (Avon, 15‘-20%) adou
«  Audyuteg Avwpadieg Wirsung TO peyaAUtepo % aocBevwv AEN
C +  Ofeia naykpearing (avethynmn) epdaviZer uPnAd titdo 1IgG4opou
* Avgnon IgG4 opov n maBodoyiki adinon  (Srwg otnv Avatolr], 70-80%)
1gG4 ot efwnaykpeatiké 1otd (IHC)

* Meiwon n e§adpavion Twv CUNMTWHATWY
LE T KOPTIKOOTEPOELSH



N NN

KPITHPIA ICDC

AlP-type 1
ATTELKOVLON :TTOPEYXU LA,
niopoL
IgG4 opoU>2N
E¢wmayKpeaTIKES
EKONAWOELG: XOAQYYELLTLC
lotoAoyia
AedOTAQACUATOKUTTAPLKN
dnOnon

lgG4+
armoppaktiky PAeBitida
lvwon

Taxela amavinon ota
KOPTIKOOTEPOELON

AIP- type 2
v Arltssu«')vwn: TAPEYXU LA,
nopot
1gG4 opou: N
IONE

AN

v’ lotoloyia

* [BAaBec GEL —
KOKKLOKUTTOPLKEC E€TILONALOKEC
BAapeg

e Alya 1 kaBoAou 1gG4 kuTTapa

v' Tayela andvinon ota
KOPTIKOOTEPOELON



AYTOANOZzH NATIKPEATITIAA

O tumog 1 AIP Bewpeital we N MOyKPEATLKN EKPpocn TNG
oxetlopevnc pe 1IgG4 vooou

H amavtnon ota KOPTKOELON Kol TwV 2 TUTIWV £lval
vPnAn (tithou IgG4Y)

OLurnotporeg tumou 1 eivat moAu vpnAotepec (31%) os
oxEon Me tumou 2 (9%)

Xwpic Bepameia: Maykpeatikn avemapkeLa, ivwon




ENAEIZEI2 OEPAIEIA2

* JUUTTWMOTIKOL AoOeVELC

-LE TIOLYKPEATIKEC EKONAWOELC: TTODPAKTLKO LKTEPO, KOLALAKO AAYOC,
ooduaAyiec, e€wkplvn N EVOOKPLVN OVETIAPKELQL)

-armo aAAa opyava: iy 1ktepo¢ Aoyw oTtevwong xoAnpopwv

e Acvurttwpatikol aoBeveic

-LE TIOLYKPEATIKEC EKONAWOELC: TLAYKPEATLKI MO0l ATTELKOVLOTLKAL

-amto AAAa Opyava: EQUEVOUOEC TTABOAOYLKEC NTTATIKEC OOKLUOOLEC O€
acBevn pe 1gG4-SC

Okazaki K et al. Pancreatology 2017;17:1-6



OEPANEYTIKH NMNPOZEITIZH

| Diagnosis of AIP by ICDC with negative malignancy |
|
No * Clinical symptoms (abdominal pain, obstructive jaundice, etc)
* OOIs (SC, Salivary glands, Retroperitoneal fibrosis, etc)

(8

R : Yes

Observatlon ¥
* Control of blood sugar/ biliary drainage*

! ,
History of or high risk group for severe o
steroid intolerance? Immunomodualators can
be used, if Rituximab is
/ \:navallable
Steroid therapy (ST) —> Remission 1 Rituximab® |

Any one of

: X : S |
Rapid radiniogical responss 1o Tx. | « Diffuse enlarged pancreas before Tx

* Normalized serum IgG4 after Tx : z i
«  No OOl before Tx * Delayed radiological remission
: * Persistent high serum IgG4 >2xUNL) after Tx

/ * >2 OOIs or proximal 1IgG4-SC
[

Observation ———— Relapse Maintenance with:
; 7 ST/lmmunomoduIators/Rituximab

Re treatment (ST/Steroid sparing agents) l




OEPANEYTIKH NPOZEITIZH

v 10-15% BeAtiwon xwplic Ospaneia.

v Watchfull waiting: yia touc rteptocotépouc
QOUUTTTWUATLKOUC

v JUMMTTWHOTLKOL OTto TIAYKPEaC 1 AAAa Opyavarl
v 1gG4 RD KoL 0€ UTTOKALVIKEC TIEPUTTWOELC?

v' EMELYOUOEC KOTAOTAOELC

e yoAayyeLitda

* NMATLKA lvwon

e £&w N evOoyEVI OVETIAPKELQL

1)kamisawa T et al. Arthritis Rhematol 2015,67, 2) Khosrashahi A et al. Arhtritis Rheumatol 2015;67



AykuAomoulntiki omovOUALTLda Kat maykpeatitida

Appev 57 eTwyv, emyaotpadyia ano 7nuéEpou
Alayvwon AS armo 27etwv pe AnPpn MZAQ

6 nRveg amo évapén anti-TNF-a n vOooC KATECTN
QVEVEPYN

ApvNTLKO LOTOPLKO yLat SucAumidatpio i Kol
KOTAVAAWON AAKOOA

Quokn e€€taon: IKTEPOC Kall TOVOG OTO
gMLyaotpLo o€ Babia PnAadnon xwpic onueia
nepLtovaikol epedLopov.

P Miramontes et al. Galicia Clin 2015; 76 (1) : 29-30

Table 1. Classification of drug induced pancreatitis.

Class la drugs
At least 1 case report with positive rechallenge, excluding all other causes, such
as alcohol, hypertriglyceridemia, gallstones, and other drugs.

Class Ib drugs
At least 1 case report with positive rechallenge; however, other causes, stich as
alcohol, hypertriglyceridemia, gallstones, and other drugs were not ruled out.

Class Il drugs
At least 4 cases in the literature. Consistent latency (75% of cases).

Class Il drugs
At least 2 cases in the literature. No consistent latency among cases. No
rechallenge.

Class IV drugs
Drugs not fitting into the earlier-described classes, single case report published
in medical literature, without rechallenge.

Table 2. Summary of drug-induced acute pancreatitis

Class la

Azodisalicylate, bezafibrate, cannabis, carbimazole, codeine, cytosine, arabinoside,
dapsone, enalapril, furosemide, isoniazid, mesalamine, metronidazole,
pentamidine, pravastatin, procainamide, pyritonol, simvastatin, stibogluconate,
sulfamethoxazole, sulindac, tetracycline, valproic acid

Class Ib

All trans-retinoic acid, amiodarone, azathioprine, clomiphene, dexamethasone,
ifosfamide, lamivudine, losartan, lynesterol/methoxyethinylestradiol, 6-MP,
meglumine, methimazole, nelfinavir, norethindronate/mestranol, omeprazole,
premarin, sulfamethazole, timethoprimsulfamethazole

Class Il
Acetaminaphen, chlorthiazide, clozapine, DDI, erythromycin, estrogen,
| -asparaginase, pegasparagase, propofol, tamoxifen




IGg4 vooo¢ Kot AYKUAOTTOLNTLKN OTtOVOUALTLO
(CASE REPORT)

"Appev 59 etwv pe AS. Y16
infliximab (IFX) aro 2003,
gmLtuyyavovtog Udeon.
Tov 11/2019, Aoyw
gmyootpoAyiac uneBAN6
oe US kat CT.

Eutuxwc adopoloe
acBevn pe SLayvVWoUEVN
lgG4RD mpLv yivel Evapén &
Beparmeiog yia mbavn
KoikorBela.

Maykpeatikég pAeypovwdeL aAlayEC e Slaxutn TAXUVon HOAAKWY LOTWVY,
TLEPUTAYKPEATIKEG GAEYUOVWEELG AAAAYEC TTOU TILBAVOV OVTLITPOCWTTEVOUV
vOOO TOU NTaTtog TwV XoAndopwv mou oxetiletal pe to IgG4

Sophie Wojcik et al. J Rheumatol 2021;48:1757-1758



YMARE MYY

PANCREAS

GREAT AGAIN



