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12 TOPIKO-KAINIKH EZETA2H

[(uvaika 28 sTwyv

ATOUIKO avauvnoTiko: acBua (inh aerolin)

Etriokewn ota TEI tou P/M tov 02/2019

KAIvika : Avwduvn dioykwon AE avw BAepapou atro 1o 2016



AIAOOPIKH AIAI'NQ2H

Orbital
|:> pseudotumor

1gG4-related
ophthalmic disease

é}Lacnmal Gland Enl@

Lympho-proliferative
disease

Mediastinal, hilar
lymphadenopathy.

Cervical lymph node
enlargement.

//X\

Wegner s
Sjégren Syndrome Systemic Sarcoidosis Granulomatosis

Localized swelling in
1 or more organs

Elevated serum
Ig-G4 2135mg/dI

Lympho-plasmacytic
infiltration and
fibrosis.

» Parotid enlargement
with honey-comb

Multi-system disease.
Pulmonary nodules,
interstitial lung pattern.

Negative Mantoux test.

Lacrimal gland
enlargement is rare.

Multi-system
disease

appearance. * Bilateral upper lobe + Paranasal sinus
* Mediastinal and hilar pulmonary nodules. disease.

+  Pulmonary lymphadenopathy. + Necrotic mediastinal + Cavitary lung
manifestation as * Elevated Serum lymph nodes. nodules.
Lymphocytic Calcium. *+ Mantoux test + + Elevated c-ANCA
Interstitial * Elevated serum *  Sputum culture for levels.

Pneumonia (LIP Angiotensin converting acid-fast bacillus + « Orbital involvement
pattern). enzyme (ACE) levels. in 40-50%

DOI:10.4103/tjo.tjo_125 18 Arjit Agarwal et al.2019 Taiwan J Ophthalmol




AlMNEIKONIZTIKOXZ EAET XO2

MRI o@OaApikwyv KOyXwyv (19/10/2016)
:OMOIOYEVOUG UG JETPIOU BaBuou augnon Twv
opiwv Tou Beg10U BAKPUIKOU adéva (22,5x 9mm)
,AP daKpPUIKOC adEVag K@, TTAXUPBAEVVOYOVIKEC
AAAOIWCEIC OTA IYUOPEIA , TIGC NOUOEIDEIC KUWEAEC KAl
TOUG JETWTTIAIOUG KOATTOUG

22/05/2018

CT otmAayxvikouU kpaviou (22/05/2018):
UTTEPTPOQPIKOI UTTOYVAOIOI O1EAOYOVOI adEVEG,
o1dnuaTwdng raxuvon Tou AE dakpuikou adéva
Kal 0idnua avw BAEpApou, TTaXUBAEVVOYOVIKES
AAAOIWOEIG TTAPAPPIVIWY KOATTWV




EPTAZTHPIAKOXZ EAEI XOX (2018)

* HwaoivogiAa :E 518/uL

» Avoooloyikocg £Aeyxoc : ANA 1/160 Aetrtog oTIKTOGC, anti-Ro, anti-La,
c-ANCA, p-ANCA apvnTika,C3,C4 k¢

« SACE 36 IU/L ko

* [1ooOoTIKOC TTPOCdIoPICUOC avoooo@aipivwy : 1IgG 1283mg/dl, IgA
126mg/dl, IgM 149mg/dl,

IgE 201iu/ml (<100),IgG4 281mg/dl (<140)




BIOWIA AAKPYIKOY AAENA

Bioyia AE dakpuikou adéva (20/06/2018) :
OIAXUTEC AEPPOKUTTAPIKEG dINBNOEIC JE OUVODO
TTaPOoUCia TTAOOUATOKUTTAPWYV

Avoooiotoxnueia ;. 1gG4+/1gG >40%
lgG4+ >10 /HPF

AIAINQ2H IGG4-related disease

Me Baon Tnv KAIVIKNA, aKTIVOAOYIKN] ,
OPOAOYIKI Kal IGTOTTAB0AOYIKI) EIKOVA TNG
aoBevoucg




KPITHPIA TAZINOMH2H2 IGG4-RD

Step 1: Entry Criteria

Typical organ involvement (clinical or radiological) OR presence of an otherwise unexplained lymphoplasmacytic infiltrate

* Pancreas * Lung

® Saliva lands ® Aorta

o, Bllevdi?cl:tg * Retroperitoneum
* Orbits * Pachymeninges
- E

Kidney Thyroid gland

Step 2: Exclusion Criteria

://Clinical: | \\\

= Pathological:
= Fever > * Cellular infiltrated suspicious for malignancy not fully investigated
No response to glucocorticoids * Markers of inflammatory myofibroblastic tumour
: = * Prominent neutrophilic inflammation
Serological: 2 * Necrotising vasculitis
* Leucopenia and thrombocytopenia without alternative explanation * Prominent necrosis
: i:sc':o"h".it? (PR3 or MPO) * Primary granulomatous inflammation
POSRIVE or * Features of macrophage/histiocytic disorder
+ Other positive antibodies (e.g. Ro, La, dsDNA, RNP, Sm) b o
* Cryoglobulinemia — S 2
Specific disease exclusions:
Radiological: * Known diagnosis qf_Ca.stleman‘s. Crohn’s, ulcerative colitis,
* Findings consistent with malignancy or infection which have Hashimoto thyroiditis (if only thyroid affected)
not been sufficiently investigated
| * Rapid radiological progression (4-6 wks)

\ * Long bone lesions consistent with Erdheim-Chester disease /
N * Splenomegaly >14 cm /

Step 3: Weighted Inclusion Criteria

Scoring based on 8 domains:

Histopathology Involvement of:
* Score based on characteristic features of IgG4-RD * Bilateral lacrimal, parotid, sublingual, submandibular glands
* Lymphocytic infiltrate * Chest
Immunostaining * Pancreas and biliary tree
* 1gG4a+:1gG+ ratio * Kidney
* Number of IgG4+ cells per high power field * Retroperitoneum

Serum IgG4 concentration

DOI: 10.1002/art.41120 Zachary S Wallace et al. American College of Rheumatology.



Step 3. Inclusion criteria: domains and items

Histopathology

Uninformative biopsy

0

Dense lymphocytic infiltrate +4

Serum IgG4 concentration

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 O if the IgG4+:1gG+ ratio is 0—40% or
indeterminate and the number of IgG4+ cells/hpf is 0-9. Assigned
weight is 7 if 1) the IgG4+:1gG+ ratio is 241% and the number of
IgG4+ cells/hpfis 0-9 or indeterminate or 2) the IgG4+:1gG+ ratio is
0—40% or indeterminate and the number of IgG4+ cells/hpfis =10 or
indeterminate.

Assigned weight is 14 if 1) the 1gG4+:1gG+ ratio is 41-70% and the
number of IgG4+ cells/hpfis 210 or 2) the IgG4+:1gG+ ratio is 271%
and the number of IgG4+ cells/hpf is 10-50.

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

ATtraiToupevo score >/=20
Score aoBgvoug =30
Ei10ikoTNTa:97% EUuaiobnoia:82%

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
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 +6
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




IGG4-RELATED DISEASE

* AvooodlapecoAaBoUNEVN IVOPAEYHOVWONG VOOOG TTOU UTTOPEI va TTPOCBAAAEI TTOANATTAG
opyava

-Oykopop@ec BAGReC (eoTiakr 3 diAaxuTn)

-A\ePPOTTAACHATOKUTTAPIKO OIONua 1TAouolI0 o€ IgG4+ TTAacaToKUTTOPA
-lvwon pe oTreIpoEIdEC TTPOTUTIO

-ATTOQPAKTIKN PAERiTION

* Augnuéva emritreda IgG4 otov opo6 oTa 2/3 Twv aocBevwv

» ETEpoOyEVAC vVOOOG
« ATrouacia €101KoU diayvwaoTIKoU test

* 40% &oBua n xpovia TTapappPIVOKOATTITIOO



KAINIKEZ EKAHAQ2EI2 1IGG4-RD

Pachymeninges

Diffuse thickening with
contrast enhancement

Lacrimal glands

Asymptomatic enlargement,

usually symmetric

Thyroid gland

Asymptomatic enlargement,
usually symmetric

Lungs

Masses, nodules,
bronchial wall thickening

Bile ducts

Intra-hepatic and
extra-hepatic strictures

Kidneys

Focal masses, usually
multiple

-O
O0- Orbits
© Often symptomatic, masses,
o extra-ocular muscle myositis
o ajor salivary glands
Asymptomatic enlargement,
usually symmetric
o
O
- — < Pancreas
o Diffuse enlargement, diabetes,

exocrine insufficiency

Aorta

Wall thickening sometimes
with aneurysm

Retroperitoneum

Soft tissue mass encasing the
anterolateral aorta

Frequent Occasional Infrequent

doi.org/10.1038/s41584-020-0500-7 Perugino et al. Nat Rev Rheumatol



IgG4-RD patients

High 1gG/IgG4/IgE levels
Eosinophilia
Hypocomplementemia

)/‘ ".
=4 )/‘ *,e_ =&

3 @ e Autoantibodies against: Laminin-511,
galectin-3, annexin A11, prohibitin y.

/

e Commonly multiorgan
« Lymph nodes, lacrimal |
gland, major salivary
glands pancreas, bile

ducts kidney, lung,
pituitary, paranasal sinus

"”;’

¥

« Lymphoplasmacytic infiltrate IgG4-positive cells
per HPF: Dense >50, often >100; IgG4/IgG ratio
>40%.

e Germinal center: Common e %ﬁ
 Storiform fibrosis: Common 9 .‘ %
» Obliterative phlebitis: Occasional -—

Proliferative subtype

Response to treatment: Excellent.

/

=
affected [

 Normal or slightly elevated IgG/

% § IgG4/IgE levels < -

| BN, 1= e Unusual eosinophilia <P 2 S
e Unusual hypocomplementemia Ll & )= i
( [ » Undefined autoantibodies )

(. e Commonly single organ or

\ | “ single-body region |
T affected W g ﬁt

S * Retroperitoneum, aorta

/\ - se s i e
[\ \ | and periaortic tissue, S _ 5
| \ \ | . % R NS AT AN
\ | mesentery, mediastinum, e
\ ;\'\-.1'3' pachymeninges, thyroid ipaps?ég
(Riedel's)

<o ° Lymphoplasmacytic infiltrate IgG4-positive
w cells per HPF: Can be sparse; fewer than in
% proliferative subtype, but IgG4/ 1gG ratio >40%.
| e  Germinal center: Unusual
_LQ.‘ ~>=<| e Storiform fibrosis: Common
' - " e Obliterative phlebitis: Common

Fibrotic subtype

Response to treatment: Less robust than in proliferative
subtype, but good if initiated early.

DOI: 10.1097/CM9.000000000000275 Linyi Peng et al. Chin Med J (Engl). 202



IgG4-RD phenotypes

Diagnosis

Management

PAINOTYTIOI IGG4-RD

PANCREATO-BILIARY RETROPERITONEAL/AORTITIS HEAD AND NECK LIMITED : JL CZ/SYSTEN

FEMALE
Asian
Younger

History of atopy —_—
2G4 11 2G4 1

ESR/CRP 1t

Fibrotic disease Fibrotic disease
Treatment responsive Treatment refractory Treatment refractory
— Higher cumulative GCs Higher cumulative GCs

doi.org/10.1136/bmj.m1067 Marco Lanzillotta et al.



https://doi.org/10.1136/bmj.m1067

KAINIKOZ QAINOTYTIOZ 3

Head & Neck-limited phenotype (24-31%)

EvTotmion: dakpuiKoi Kal o1EAOYOVOI AdEVEC, OPBAAUIKOC KOYXOG, IYHOPEIQ, BUpEOEIdNC,
HAVIYYEG, UTTOPUON

2UXVOTEPQ: VEOTEPOI OOOEVEIC, YUVAIKEC, IOTOPIKO ATOTTIOC

Aidyvwaorn: ouvnBwcg atraiteital Bloyia

A.D :Sjogren, Graves , Aéppwua, GPA ,Rosai-Dorfman, 1I0TIOKUTTAPWOEIC

DOI: 10.1097/RHU.0000000000001787 Eduardo Martin-Nares et al. Journal of Clinical



KAINIKOZ ®AINOTYT102 4

KAaooiké Mikulicz syndrome:22 {eUyn adévwyv
(dakpuikoi, TTapwTideg, uTrOoyVADIOI)

» EuaioBnoia 84,4%, EidikétnTa 97,6%

* 2UXVA TTOAUOPYQAVIKNA TTPOCBOAN: TTAYKPEQG, TTVEUOVEG,

VEQPOI, AEPAOEVEG ALOYKWON aBEVwV Etibduvn, Avwduvn, Emtipovn
YmotpoTmialovoca

Sicca ‘Evtovn ‘Hma/Amtovoca
e 2UXVOTEPQ O€ dvépgg ZUXVN EVTOTUGN MapwTtideg YTmoyvaeiol
AuTtoavtiocwpata (+) anti-Ro, anti-La (-) anti-Ro, anti-La
MigGa, IgE, Oxt Nat
o Epvqo"rr]pK]Kd: Hwowodiha
, CT Mmopeidot like Opoloyeving
T IgG4 J YWEPYGHHGU(PC}IPIVGIHIG, acBeoctwWoELG dLoyKwaon
YTTOO'U}JTI')\r]p(UUGTIVGIUIG MRI Salt and Auvénpévo peyebog,
pepper, IKPO OMOLOVYEVNC
péyebog, atpodia evioxuon

DOI: 10.1097/RHU.0000000000001787 Eduardo Martin-Nares et al. Journal of Clinical Rheumatology



OPOAAMIKH MNMPO2BOAH 2THN IGG4-RD

o O@BaAuIKA TTPOCGROAN :17-23%, 70% TTPOCGROAN Kal O1EAOYOVWY

* Agopa: dakpuikoug adéveg (62—-88%),koyxIko AiTTog (29-40%), eEweBaiuioug pug (19-
25%), Tpidupo veupo (10-39%), oTrTIKO VeEUPO (<5%)

* KAIvIKA xapakTnploTIKa: Avwduvn dioykwan / oidnua BAepdpou (Ews 100%),

[MpoTrTwon (29-56% ), AITAwTria / TTEPIOPIOUOS KIVIOEWV £CWPOAAUIWY puwv (12—-33%), \V/
ATTwAEIa 6paong (OTTavia)

» [16vocg: AiyoTEPO OUXVOGS

* 2UYXVI aM@oTEPOTTAEUPN TTPOCROAN (~68%)-uTTOPEI AoUYXPOVN £vapen, EEWOPOAAUIKNA
oupueToxn (70-80%)

« YT1roceia / xpovia Tropeia

* loTOAOYIKA : oUXV AEUPOTTAQOUATOKUTTAPIKN dINBNON , ATTOUCia ATTOPPAKTIKIG
QAeBiTIda¢ Kai storiform ivwong

DOI: 10.1007/s11882-015-0530-4 Albert Wu et al. Curr Allergy Asthma Rep. DOI: 10.3174/ajnr.A3865 C A Tiegs-Heiden et al. AJNR Am J Neuroradiol



AINEIKONIZTIKA XAPAKTHPIZTIKA 1IGG4-ROD

 Kupia eupnpara (CT/MRI): AIGykwon O0KPUIKWY adEVWV
(~70%),A10ykwon ecweBAAUIwY puwv (~80-
90%),0uxvoTepPa £¢w 0PBOC, U TTPOCPOAN OPOAAUIKWY
TEVOVTWYVY, AINBNon koyxikou Aittoug (~40%),Ai0ykwaon
ggogoyxiou veupou(~30%), MapappivokoATriTida (~80—
%

* Kaha mepiyeypappéveg BAaBeg, Opoloyevng evioxuon,
Xwpic 00TIKN KATAoTPOPN

« Ala@opiki didyvwon :

Graves: TTpooBAAAEl KUPIWG KATW 0pBO

|Ol: TTPOCBOAN Kal TEVOVTWY + TTOVOC
NEPQWA: TTI0 OJOIOYEVAG MAda, TTIo dINBNTIKO

DOI: 10.1007/s11882-015-0530-4 Albert Wu et al. Curr Allergy Asthma Rep. DOI: 10.3174/ajnr.A3865 C A Tiegs-Heiden et al. AJINR Am J Neuroradiol



2YNEXIZH MNEPIZTATIKOY ...

28 1wV yuvaika pe dioykwaon AE dakpuikou adéva kal diayvwon 1gG4-
RD até tov 10/2018

‘Evap¢n aywyng atro 101wTtn e Tpedvi(oAdvn 20mg (2B-55kg)kai
alaBelotrpivn 100mg/nuépa AOYyw KOKWYV TTPOYVWOTIKWY TTAPAYOVTWY
(1 IgE,IgG4,E o10 baseline)

02/2019 ota TEI Tou P/M utté mrpedvidoAdvn 12,5mg/nuépa PeTd atrod
oTadlako tapering kal alaBelotrpivn 150mg/nuépa—> Ava@epOueEvn
BeATiwon o1dRuartog AE avw BAspdapou

07/2020 aipvidia EPPAVION EKXUPWOEWY OTA KATW GKpo—> |,  d00nN¢
TTPedVICOAOVNG aT1Td SMmg/nuépa o€ 2,5 mg/nuépa

11/2021—> oidnua AE ka1 AP dakpuikoU adéver YTIroTpoTTH Kali
emdeivwon

EpyaoTtnpiakdg €Aeyxog (12/2021) :CRP, TKE ko, 1gG4 46,9 mg/dl

MNMAéov @aivéTutrog Mikulicz —> ZUMMETPIKN Ap@OTEPOTTAEUPN
TTPOCROAN SAKPUIKWY KOl UTTOYVABIWV adévwv




AINEIKONIZTIKOZ EAEI XOX

MRI otrAayxVvikoU Kpaviou (14/12/2021) .
UTTEPTPOPIA UTTOYVABIWYV Kl UTTOYAWO CIWYV
o1EAOYOVWYV adEVwy Kal TTapicOuIwy apuydaAwy.
AloyKwpEVoIl TPAXNAIKOI AEp@AdEVEG XWPIC
TTAB0AOYIKO OXMUa ] UTTOTITA XOPAKTNPIOTIKA
OUMMETPIKOI W¢ TTPOC Tov aplBuo AE kal AP, Aiyo
ueyaAutepol AE

MRI o@OaApikwy KOYyXwyv (14/12/2021) :

O10YKWON SAKPUIKWYV adévwy, peyaAuTtepn AE
ME oUuVoOO eEWPOAApO, UEYIoTO TTAX0C 8mm AE
Kal Smm AP, o@BaAPOKIVNTIKOI UG K




OEPANEYTIKOZ
AATOPIOMOZ

DOI: 10.1002/art.39132 A Khosroshahi et al. Arthritis Rheumatol. DOI:
10.1016/j.autrev.2023.103273 Olimpia Orozco-Galvez et al. Autoimmun

Walchful walting -

-Agymplomatic single organ
invohrement

-No relapse risk factors
=Low ikelhood of organ
dys function

-Relapse risk factors
-Severe manifestations

uchion:
-GC (prednisone) 0.4-0.6 mg'kg
for approximatehy 4 wesks

réquiring urgentor
prompt reatment

induction:

-GC (prednisone) 0.4-0.6 mg'ky
for approximately 4 weeks and
RTXMMFALFRIAZAMTX
individualize:

-ATX without extra GC

-GC infravenous pulses
-Stenting, surgery

RESPONSE? | » no | RESPONSE?
I 1 MO
YES WES
L
h 4 - GC taper down for
GC taper down for -Reconskder diagnosis approximately 12 to 14
approximateby 18 waeks unti
pF':.u ks unti -Add gr change GC-sparing discontinuation or low
dso?:-itn :an agent (ATX, AZA, MMF, MTX) dose mamisnance
+ GC induction {with or without GC-
. sparing agent)
k -
RELAPSE? | YES RELAPSE?
B

L
| Follow up

Maintenance with the
chosen therapy 2-3 years




B KYTTAPA

B cell development in the bone marrow Antibodies
Uigp Yfigm T Pre-BCR [ 1gG
Bone marrow Secondary lymphoid organs and circulation
O—0O—@—@—@—(: —~(OD=—@D%
—_— —_— —_— _—
“"‘\‘ih
Stem cell Pro-B cell Pre-B cell Immature B cell Transitional Maive B cell En‘mr‘_n,.r Flasmablast Plasma cell
B cell
CD34
HLA-DR
CD19
CD20
lgM
gD |
CDz7y |
CD38 | |
CD138 |

doi.org/10.1038/s41583-019-0233-2Joseph J. Sabatino Jr et al. Nature Reviews
Neuroscience



RITUXIMAB:TTPOOINTIKH ANOIKTOY TYTOY

MEAETH

» 30 aobeveic pe IgGARB~>
Bepartreia ye 1 KUKAO RTX

» 26 povoBepartreia , 4 diakoty GC

EVTOC 2 unNvwv

* Primary outcome O0ToOUG 6 PNVEC
l/IgG4RD-RI =2 ,0x1 flare 1TpIv ToV 6°

unva, oxi xprion GC Toug pRveg 2-6

« Complete remission —
RI1=0, ox1 xprijon GC

IgG4RD-

Table 2 Primary and secondary outcomes

Qutcome

Proportion of
participants (%)

Primary outcome

Disease response (6 months)

Sustained disease response

Complete remission (6 months)

Complete remission (6 months), exclusive of serum lgG4

23."30
29/30 (97%)
22130 (3%
Ia'IB{I
18730 (60%)

Complete remission (any time point) 18/30 (60%)
Complete remission (any time point), exclusive of serum 20130 (67%)
lgG4

Relapses occurring before month & 3

Relapses occurring between months 6 and 12 4

Time to endpoint Duration (days)
Time to disease response (mean+5D)* 43437

Time to complete remission (mean+50)* 198+87
Time to relapse (mean+5D) 210+105
Treatment

Total prednisone dose equivalent (mg) administered in the 15 (0-280)
28 days prior to the 6 month study visit (mean, range)

Retreatment with RTX for relapses during the 12 months 430 (13%)

after enralment

IgG4-R0 Rl Score

1

‘Hin

150 180 210 300 365

Time (Days)

DOI: 10.1136/annrheumdis-2014-206605.Mollie N Carruthers.Ann Rheum Dis



APA2H RITUXIMAB

Rituximab-mediated
B cell depletion

Patients in remission
15~ p < 0.001
7 . s ) & P9 e P21
= o ® 3 -&-P10 -8B P23
» 870- s ‘%2 & P13 -0 P24
3 E °® 28 100 T T  Ritreatment ievel
CD19°CD38°CD27" o = — 5 [
Plasmablast numbers NS e G2
g 54 ‘. o® -8 .ﬁ 50 =
100000 - =2 *s0® = g -'-_ .
500009 <0001 - I ks z &
i’ S 0 : S 2 e, s - T a
E 10000 o Before After ) o 1'2 o 1‘5
g 8000 ~ rituximab rituximab
£ 6000 T L™ (day 30) months post rituximab
E 4000 .ﬁ.o.-.-.ﬁ.
8 2000 '\_.—--_ Rituximab-mediated
—— % -.:_'.'- plasmablast depletion
%0 —%.— ) 1095 Relapsing patients
0 Sy T R ‘(;;
< *
o'b\\\\& C‘)b‘-\\o(\\g 104‘: 3 -0 P6 -a- P19
R N - = O
§= ) »a @ 7 P11 -8 P46
S 1034 R e e SR i Pre-dreatment level
8 ] S5 i .
- §,1—j J v
. . -
102 a2
. “6 v
o _ 10! : : X '
DOI: 10.1016/j.jaci.2014.03.034 Hamid rit%iifg]rgb ritﬁ;tiﬂab 12 15
Mattoo et al.J Allergy Clin Immunol

(day 30) months post rituximab



MAKPOINPOOEZMH
AMNOTEAEZMATIKOTHTA RITUXIMAB

Survival Functions

* Avadpopikr), TTOAUKEVTPIKN TaAANIKA HEAETN

« 33 ao0B¢eveig pe IgG4-RBD—  Beparreia pe RTX 1003+ “"‘_ﬁmw‘ =
« Méon mapakoAouBnon: ~25 Prveg - i o e
« AtroteAeopatikoTnTa: KAIVIKA avtatrokpion: 93.5%, %
AlokoTry GC: 51,5% i ‘
* YTTOTPOTTEG: ZUXVEG: ~42% jm

- Méoog xpovog: ~17-19 pnRveg
-Mapayovrtag kivduvou:IgG4-RD RI >9 1rpiv RTX

« Ogparreia ouvTAPNONG ME RTHT relapse-free survive S
Time (monihs) to Censoring (Relapse, End of Follow Up)

41 vs 21 pnveg

DOI: 10.1371/journal.pone.0183844.Mikael Ebbo et al. PLOS ONE



OEPAIEIAAZOENOY 2

* 'Evapén Rituximab tov 03/2022 (1 gr ka1 uetad atmrd 15 pépeg
eTavaiAnyn 66ong)+ Tpedvi(oAdvn Smg/nuépa

* MRI o1mrAayxVvikoU Kpaviou-o@BaAuIKwy KOyXwv (31/03/2023).
XWpPIG dlagopoTroinon

* 3 KUKAoOUG RTX

* Tov 06/2023 kai evw €Xel yivel diakoTrr) Twv GC utToTPOoTTH KAl
emoeivwan d1oykwaong AP dakpuikou adEva

« Epyaotnplakog EAeyxoc:C3,C4 ko,lgG4 110mg/dl ,IgE ke, E
K,

(-) OEIKTEC PAEYUOVNG
« Etmravévapén peBuAttpedvioAdvne 16mg/nuépa




1072018 07/2020 03/2022
Aiayvwaon EKXUMWOEIC Qidnua AE kai AP
lgG4-RD KETW AKPWV dakpuikoU adéva
2016 TTPedVICOAOVN TPEBVIZOAGVN ‘Evapén RTX
Aibykwon AE 20mg/d 2,5mg/d TTPEdVICOAOVN
BAepapou +AZA100mg/ +AZA150mg/d 2,5mg/d
d
- -
0272019 11/2021 06/2023
TEIP/M Oidnpa AE ka1 AP YTToTpOoTTH Kal
TTPEDVICOAGVN SaKpUTkoU adéva £MSEiVWON
12,5mg/d MeBuATTpEdVIJOAGVN
+AZA150mg/ 16mg/d
d




[MAPAITONTEZ NPOBAEWHZ YINOTPOITHZ METAAINO RTX 2E
IGG4-RD

Serum IgG4 Product-Limit Survival Estimates Serum IgE m\?\";‘::‘::::s;g::?;m‘"
With Number of Subjects at Rusk 104
* Avadpouikny ueAETN (N=60) ﬁ - h
, ) 7 : —— 5 06 T
« RTX: 2 d060¢1c 1 g (day 1 & 15) L £
= 2 s
, , 2 044 1 g 04
« Xwpic YAUKOKOPTIKOEIDN: 68% : — E L‘
« ATTOTEAECPATIKOTNTA o
-KAivikr] avtatokpion: 95% 3 E % B B s e B = =
Time to Censormng Time to Censonng
[SerumlgG4 1 15t Quartile (Highest) 2 &th Quartile (Lowest) | {IgE - 1 15t Quastdle (Highest) 2. &th Quastile (Lowest) |

-YT1rotpotreég: 37%

Peripheral Eosinophils Product-Limit Survival Estimates

-M£oo¢ Xpbvog yia uTToTPOTTH: ~244 NUEPEC S “"'“’“"
KUpiol TTpoyvwoTIKOI TTOPAYOVTEG UTTOTPOTTAG M’ 1% —
_YynAéc baseline TipéclgG4> HR6.2lgE  HR 8.2,Hwonvégiha  HR Z —_

-O00 upnAOTEPEC TINEC —> S -
MEYAAUTEPOG KiVOUVOG UTTOTPOTTIG +OUVTOUOTEPOG XPOVOGS £WG relapse "l

DOI: 10.1093/rheumatology/kev438 Zachary S Wallace et al. Rheumatology



ANTAIOKPIZH 2TO RTX KAI YITOTPOI'TH
ANAAOTA ME ®AINOTYTIO

* [1oAukevTpIk HEAETN (N=115) o€ 3 eupwTTAIKA KEVTPA

* 4 gaivotuTrol IgG4-RD
- Primary outcome: 1gG4RD-RI 22 ,6xi flare , GC< ES O
7,5mg/d ‘

e ZUVOAIKA avTatTOKpIOoN:
-80% oToucg 6 unveg, 85% otoug 12 unveg

-Head & neck-limited phenotype: YynAértepo e ——
TTooooTo flare oToug 12 piveg 38.9% vs 4.8-25% —rs s —
(p=0.005) -

-Retroperitoneal/aortic phenotype:XaunAoTepa TTooo0Ta
remission oToug 6 NNVeg

[TIBavwg TTI0 IVWTIKR/avVOEKTIKI) VOOOC

DOI: 10.1016/}.€jim.2025.106459 Elisabetta Goni et al. Eur J Intern Med



OEPAIEIAA2ZOENOYX

‘Evaptn MMF 2gr/d atré Tov 09/2023 kai otadiakd tapering peBuAtTpedvi(oAdvng £éwes 4mg/d
KAIvIK BeATiwon oidrjuaTtog AP avw BAspdapou
MRI otrAayxvikou kpaviou (02/10/2025): xwpi¢ diagopoTroinon

MRI o@BaApikwy KOyXwv (02/10/2025):pikpny peiwon diapétpou AE dakpuikou adéva 5mm vs 8mm kai AP 4mm vs
smm 10 2021

14/12/2021




OEPATEIA MMF+GC 2E IGG4-RD

» Tuxalotroinuévn, open-label peAétn (N=69)
* NeodlayvwoBévreg aoBeveic pe 1IgG4-RD

e 2UYKpPION:

GC ovoespomsla (n=35)vs GC + MMF (1-1.5 g/day)

(n=34)
* Follow-up: 12 unveg

« Kupla atmroteAéopara
-Ap)gKr] avTatrokpion (1 pivag):Mapouola kai oTIC 2

OMAOE

-Yoe E OTOUG 12 unvecg: GC + MMF: 76.5% vs GC

Movo: 51.4%

-YTTo1pOoT1TéC (1 €T10C): GC pévo: 40% vs GC + MMF:

20.6%

-XPOVOG MEXPI UTTOTPOTTN :2UVTOMOTEPOG e GC povo

(=5.8 vs 8.6 punveg)
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doi.org/10.1093/rheumatology/key227Fei Yunyun et al. Journal
Article



GC VS GC+DMARD META THN YOE2H

 [loAukevTpikr, open-label, RCT
* 146 aobeveic ye otaBepn 1IgG4-RD =212

MAVEG
* 3 OMAOEC:

-Group 1: Aiakot) GC + IM

-Group 2: Aiakotrr) GC+ouvéxion IM
-Group 3: 2uvéxion GC + IM

* Follow-up: 18 pnveg

* YTIOTPOTIN:
-52.1% (groupl)
-14.2% (group?2)

-12.2% (group 3,)p < 0.001

Free-from relapse probability

=]

== \Vithdraw GC+IM mbem \ainta
— || =
0
h
] 0.50 ﬁ
ITT analysis PP analysis
- p < 0.0001 by log-rank test 0254  p<0.0001 by log-rank test
(.00 4 0.00
0 9 12 15 18 0 3 6 _ 9 12 15 18
Time(months) Time(months)
Number at risk Number at risk

48 s 40 33 27 24 22 143 42 38 30 30 22 22

4¢ 44 {15 F 1

& 4 12 6 9 12
Time(months) Time(months)

doi: 10.1136/ard-2023-224487.Peng L et al. Ann Rheum Dis



INEBILIZUMAB 2THN IGG4-RD

 RCT @aong Il
il 19 - « 135 ao0¢eveig pe evepyo IgG4-RD
2 o Inehiliziimah (anti-CD19) vs placebo
g 4 [ e & £BOOMABES

| 0.8 . ¥ No. of i
(L _§ 0.7 \_L"'\\ Pani:i:ants taperlng GC
2 o £d - '»\_j with Flares Median éoquq
Screening - C L‘;_ days
7(?84:);)7 .; L e SR S i \-.L’Lx_ = Inebilizumab 7 NA , . .y

~\ 3 041 L o e w0 2e0 |€jOQN flares10% (inebilizumab)
r :to: 0.3+ : Hazard ratio for flare, 0.13 :e O

0.2 (95% C1, 0.06-0.28)
01,0 G : P<0.001 )01)

0.0+—1— ; . " —

0 28 56 84 112 140 168 196 224 252 280 308 336 364 392 420 Tr']0'|og pueuég U1TOTpO1TU'L)V
Days

No. at Risk (p<0001)

|v:tb|lu‘umab 68 66 66 t:w6 (3-5 61 60 60 59 59 59 59 59 }‘ 0 , , , ,
Placebo 67 67 64 60 52 483 44 42 38 30 28 27 26 16 1 0 o - _ -ITAnpr]g U(pacr] prlg eapa-n-gla
OR 4.68 (p<0.001)

 YwnAotepn GC-free 1TAr ugpeon OR 4.96
(ng(')ﬁl.OOﬂpn neng ugeon

DOI: 10.1056/NEJM0a2409712 John H. Stone et al. N Engl J Med 2025



SYMMEPAZMATA Y-

* H 1gG4-RD atroteAei xpovia, utrotpotrialouca vooo

To rituximab atroTeAei atToTEAEOUATIKA BEpaTTeia eTTaAywWYn S Kai diatipnong tnG UPeong

YT1roTpotr) ueTA aTrd Bepatreia pe RTX 30-40% avAykKn yia oTpatnyikéc ouvtipnong

[TapayovTeg TToU OXETICOVTAI ME relapse—>T IgG4 opou,IgE, Hwoivogiha

MBavoc pohoc paivotutrou (head & neck>|  flares)

To MMF+ GC ptropei va gival attoTEAECUATIKO YIO TNV £TTAYWYIN) Kal dlatrpnon TG Upeong
O€ TTEPITITWOEIC AVOEKTIKAG uTToTpOoTTIAloucac vooou o€ RTX,

To inebilizumab cival To yoévo eykekpiuévo pappako atmé FDA/EMA.

E¢atopikeuon Bepartreiag






