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INTRODUCTION

« LA MALADIE ASSOCIEE AUX IGG4, N'A ETE ETABLIE COMME
UNE ENTITE DISTINCTE QU'AU COURS DES DEUX DERNIERES
DECENNIES.

» MALADIE FIBRO-INFLAMMATOIRE A MEDIATION IMMUNITAIRE.

« PEUT TOUCHER N'IMPORTE QUEL ORGANE AVEC UNE
PREDILECTION POUR CERTAINS D’ENTRE EUX.



EPIDEMIOLOGIE

» PREVALENCE 1:100000.

» SOUVENT APRES L'AGE DE 50 ANS.

» SEXE RATIO: 3/1 (H/F).



PHYSIOPATHOLOGIE

* IMPLICATION DES LB ET DES PLASMOCYTES.

* ACTIVATION DES LYMPHOCYTES T CYTOTOXIQUES CD4+.

* FORMATION DE MASSES INFLAMMATOIRES ET DES TISSUS
FIBROTIQUES.




FACTEURS DE RISQUE

1. TABAC:

» ETUDE CAS-TEMOIN, RATIO 1:5 APPARIES SELON LE SEXE, L'AGE ET LA
RACE.

e IL'Y AVAIT UNE PLUS GRANDE PROPORTION DE FUMEURS ACTIFS PARMI
LES CAS D'IGG4-RD (11 %) QUE PARMI LES TEMOINS (6 %), OR 1,79.

* EN ANALYSANT LES SOUS-GROUPES, CETTE ASSOCIATION ETAIT
FORTEMENT SIGNIFICATIVE AVEC LA FRP [OR 6,93 (IC A 95 %) 2,78,
17,26), P < 0,001], ET LE SEXE FEMININ [OR 3,79 (IC A 95 % 1,71,

8,39), P = 0,001]
Rheumatology (Oxford). 2021 Nov 3;60(11):5310-5317.



2. COLS BLEUS:

[Blue-collar work is a risk factor for IgG4-RD of the biliary tract and pancreasJ

Proportion of people performing blue-collar - ¢
and white-collar work across cases with
IgG4-RD (n = 101) and controls (n = 303)

1004 [[] wnste-cottar worker
. Blue-collar worker
32%
75 ]

3 61% Conclusions
§ 50 A history of blue-collar work was reported by 68% of people with
* IgG4-RD of the biliary tract and pancreas, compared to only 39% of
= controls [OR 3.66, 95% Cl 2.18-6.13]

Toxic exposure to selected occupational contaminants (e.g., asbestos,

25
gases, fumes, mineral dusts) may drive autoimmunity in IgG4-RD
Blue-collar work may explain the striking male predominance among
0. patients with IgG4-RD of the biliary tract and pancreas

Controls 1gG4-RD
JHEP Rep. 2021 Oct 9;3(6):100385.



ANTICORPS DANS LA MALADIE A IGG4

* ANTICORPS CONTRE LA GALECTINE 3, LAMININE 111 ET ANNEXINE A11.

e CES AUTOANTICORPS ETAIENT CONSIDERES COMME DES MOLECULES ANTI-
INFLAMMATOIRES.

Analyse du plasma |:> auto-AC anti-IL1 |:> Médiateurs pro

des patients IGG4 inflammatoire et
profibrotique

J Allergy Clin Immunol. 2022 Jan;149(1):358-
368.



DEMARCHE DIAGNOSTIQUE

Exclusion criteria for 1gG4-related disease lgG4-related disease inclusion domains and point assignments

Clinical [0
exclusions Unresponsive to steroids 2G4 level Normal 0
Leukopenia and thrombocytopenia Above normal and less than 2= upper limit of normal 3.7
Peripheral eosinophilia (>3,000 per mm3) 2xto 5% ULN 6.1
Y PR3 or MPO-ANCA positive | ok 108
exclusions Anti-Ro or La positive Histopathology sl a il sy L
Extractable nuclear antibody positive SaE e L e LR 31
c lobuli immunostaining DLI plus obliterative phlebitis 6.1
ﬂgﬂg d':'_ ulins i tib DL plus storiform fibrosis 13.3
- e_’r ISE:HSE'SP?CI |G ant t:'n:Iy Lacrimal and major One set of glands involved 59
Radiology Rapid radiographic progression salivary gland Two or more sets of glands involved 13.8
exclusions Large bone abnormality (such as Erdheim- enlargement
Chester disease) Chest and Peribronchovascular and septal thickening 3.8
Splenomegaly thoracic aorta Paravertebral band-like soft tissue in the thorax 9.8
Concern regarding infection, malignancy, or both Pancreas and Diffuse pancreas enlargement (loss of lobulations) 8.0
Pathology Primarily granulomatous inflammation biliary tree Diffuse pancreas enlargement and capsule-like rim 10.5
exclusions Necrotizing vasculitis with decreased enhancement
Malignant infiltrate Pancreas and biliary tree involvement 18.7
Prominent histiocytic infiltrate — A R . i
Prominent neutrophilic infiltrate Renal pelvis thickening or soft tissue or both 8.1
. . , Retroperitoneum Diffuse thickening of the abdominal aortic wall 4.1
Ll feey B e Circumferential or anterolateral soft tissue around 7.8

Source: Dr. Stone

Prominent necrosis
Inflammatory pseudotumor pathology

MDedge News

the infrarenal aorta or iliac arteries

MNote: A patient must tally at least 19.0 points to receive IgG4-related disease classification.

Source: Dr. Stone

MDedge Mews



PHENOTYPES CLINIQUES

Cluster Analysis of 478 1gG4-RD Patients

Table 2 Phenotypic groups of &GG:_R_D__(G«W cohort)*

Group ¥ Group 2 Groug 3 Group 4
‘Pancreato-MHepato- ‘Retroperitoncum and “Head and Neck- "Mikulicz and Systemic”
Variables used to identify groupst  Biliary” (%) Acrta” (") Limited’ (%) o) P value

Pancreas 12 15 a6 <0.001
Livesr m 1 2 S <0.001
Bikary <1 <1 27 <000
Orbital <1 3 22 «<1 <0.00n
Extraccufar muscle <1 1 13 Rl <0.001
Sinusitis 32 <1 16 <0000
Parotd gland p 4 1 m a9 <0.00n
Submandbatar gland 15 5 S0 7 <000
Lacrimal gland 3 3 &0 <0.001
Renst n 13 S @ <0.001
Lung 2 15 7 <0001
Lymph node s 25 2 &7 «0.001
Prostate 1 <1 <1 14 <0001
Thoeacic aorta 1 0 1 3 «<0.001
Abdominal accta 3 <1 13 <0007
Retroperitoneum < m 2 8 <0001

Table 3 Demographics and key covariates according 1o IgG4-RD phenotype groups (derivation cohort)

Group 2

Geroup 1 ‘Retroperitoneum and Geoup 3 Group 4
Covariate Pancreato-Hepato-Billary” Aorta” Head and Neck-Limvited’ Mikulicz and Systemic’
Female (%) 21% | S 25% 22%
Asian (%) 3IT% 25"% S2%
Age at diagnosis (yeag mean, SO) 63 (13) sz (1) 5503 &1 003
Time to Gagnosis (year, mean, SDj 091 8 1.8(40) 23034 2
Serum IgG4 concentration (mg'dl, median, IQR) 316 (147-622) 178 163-322) 445 (183-888) 1170 {(520-2178)

Wallace 7S et al., Arn Rheum Dis 2019; 78:406-12




L’ATTEINTE RENALE AU COURS DE L'IGG4-RD

Retrospective analysi of chartrecords from Peking Universty Peaple's Hospita

70 14-RO patots lagnosed from Januy 2004 to Janwary 2020

20 f04-R0 patlents who had defite
fflogy ofrenal impaiment ncluding
(lobots, Pyporonsion und o

6 pations with suspactod yO4-RKD

! 19 HE4-RPF pationts with hydrongphvosis, who
v 0 ot Imaging foaturs of G4-RKD

53 points withfo4-KD 307 paients without 4-RKO

Teng (et al SclRep. 2001, 11, 10397
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Zeng Q et al. S¢i Rep, 2021; 11: 10397
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Jeng C et ol i Rep, 2021; 11: 10397



ALGORITHME DIAGNOSTIQUE

Y

Yamamoto M et al, Nat Rev Rheumatol 2014; 10:148-59.



BIOMARQUEURS

Table II. Proposed blood biomarkers recommended for diagnosing and monitoring 1gG4-RD according to clinical relevance.

Clinical relevance Biomarkers recommended in clinical routine Biomarkers to be considered
Diagnosis IgG4, 1gG2, IgE, C3/C4, sIL-2R, Eosinopluls, Plasmablasts

A CRP/ESR
Discase actuivity IgG4, C3/C4, sIL-2R, CRP/ESR Plasmablasts
Prognosis IeG4, IgE, sIL-2R, Eosinophils, CRP/ESR Plasmablasts, memory B-cells, IgA, TNF-«
Climcal phenotype and organ specific markers 1G4, IgE, C3/C4, Eosmopluls, CRP/ESR IgG2 (orbital dhsease), sFLC (renal), IFNa (AIP)
Degree of fibrosis CCLI1S8, GDF-15, ELF

CCLI1S: C-C motif chemokine ligand 18; CrP: C-reactive Protein; ELF: enhanced liver fibrosis; ESR: erythrocyte sedimentation rate; GDF-15: growth dif- .
ferentiation factor 15; sIL-2R: soluble mterleukin-2 receptor; sFLC: serum free light chans. »

laccarino L et al., Clin Exp Rheumatol 2022; online available.




TRAITEMENT

‘ Treatment and Follow-up I

| Tappering | Maintenance |
o
o
% Signs and Symptoms
S * Serum Levels of
§ 9G4
o IgE
 Escalation of steroid therapy + (optional) * (Monitoring) |  ESR/CRP...
DMARDs (e.g. AZA, MMF, Rituximab) If relapse happens « CT/MRI/Ultrasound
Side effects of medication

https:/ /journals.lww.com /cmij/toc /2022 /02200



BITHERAPIE D’EMBLEE OU NON ?

IgGa-RD patiemnts who rmet
the imclusiomn criteria amd carm
Ffollow wp regularlhy were
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FOLLOW-UP STUDY OF IGG4-RD PATIENTS TREATED WITH
RITUXIMAB

IgGa-RD (type 1 AILIP)
n—4a

death ™
r7=—11

IgGa-RD patients with RT > death ©
=13 =1
Ak
ves
=8
RT><

J.Clin. Méd. 2021 , 10 (6), 1329 :



FOLLOW-UP STUDY OF IGG4-RD PATIENTS
TREATED WITH RITUXIMAB

Time (months)

MNo. of patients at risk: 13

100

Relapse-free survival (%)
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TOCILIZUMAB VS CYCLOPHOSPHAMIDE

Outcomes of IgG4RD patients on tocilizumab or on
cyclophosphamide: Prospective cohort study

Patients from Zhongshan Hospital, Fudan University

1gG4-RD patients in a prospective
cohort (n=151)

‘ Exclude:
| > Patients start therapy without
tocilizumab or CYC (n=116)

Active |gG4-RD patients recelved induction
therapy with GCs combined with tocilizumab or
CYC (n=35)

L

- — - = - y' |
Toci: 8 m i.v. every 4 weeks Toclizumab therapy for active CYC therapy for active IgG4- Cyc: 0.5-0.6 g/m?i.v. every 4 weeks
g/ke y 19G4-RD patients (n=15) RD patients (n=20) Y e/ >

Quit CYC therapy

Quit tocilizumab within 3 months (n=5)

therapy within 3 <

months (n=1) { g::;o o

1 reject 1 developed lung
carcinoma

6 months (n=14) 6 months (n=15)
Including 7 CR and 7 PR Including 4 CR and 11 PR

Goal: Prednisone maintenance 0.1-0.2 mg/kg

Zongfei J et al, Ther Adv Chran Dis 2021, doi: 10.1177/20406223211028776




ESR (mm/H)

IL-6 (pg/ml)

Outcomes of IgG4RD patients
on tocilizumab or on cyclophosphamide
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Zongfel J et al, Ther Adv Chron Dis 2021; doi: 10.1177/20406223211028776




IGG4 ET RISQUE DE MALIGNITE

Time between diagnosis of IgG4RD and cancer
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Sumimolo K et al, J of Gastroenterol Hepatol, First published: 28 Fabruary 2022, DOI: (10.1111/gh.15809)



CONCLUSION

* L'I1GG4-RD N'EST PAS AUSSI RARE QUE L'ON PENSAIT.

* ELLE PEUT GRAVEMENT AFFECTER LA QUALITE DE VIE DES
PATIENTS OU MEME METTRE LA VIE EN DANGER LORSQUE
CERTAINS ORGANES VITAUX SONT TOUCHES.

e BIEN QUE LES STEROIDES RESTENT LE PILIER DU TRAITEMENT, LES
MEDICAMENTS EPARGNANT LES STEROIDES COMME LES DMARDS
ET LE RTX DOIVENT EGALEMENT ETRE ENVISAGES DANS
CERTAINES CONDITIONS



