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Diagnosis of 1gG4-RD requires a comprehensive assessment that combines clinical, radiological, serological

The 2019 ACR and EULAR classification criteria for IgG4-RD?

and pathological findings?:2

Entry criteria Exclusion criteria Inclusion criteria

Clinical or radiological involvement of
a typical organ OR pathological
evidence of an inflammatory process
accompanied by a lymphoplasmacytic
infiltrate of uncertain aetiology in one
of the same organs

Pachymeninges Salit ry glands

Thyroid gland
Lacrimal glands yrol

and orbit region Aorta

Pancreas and

L
ung biliary ducts

\ Kidney

Presence of any exclusion criteria
rules out an IgG4-RD diagnosis:

Application of weighted items across
eight inclusion criteria domains:

Clinical

e.g. fever, no objective response
to GCs

Radiological
e.g. suspicious for malignancy,
rapid radiological progression Ser i ology

Serological
e.g. cryoglobulinaemia, peripheral

eosinophilia Retroperitoneum

Pathological

e.g. prominent neutrophil
inflammation, necrotizing vasculitis Pancreas and
biliary tree

Comorbid conditions
e.g. MCD, Hashimoto thyroiditis
(only if thyroid affected)

Immunostaining

Diagnosis of IgG4-RD: If the entry criteria are met, no exclusion criteria are present,
and the total score is 220 points across the inclusion criteria domains
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Diagnosis of 1gG4-RD requires a comprehensive assessment that combines clinical, radiological, serological

and pathological findings?:2

Clinical and
radiological

Serological »

Pathological @ »

The 2020 Japanese RCD criteria for IgG4-RD3

One or more organs with characteristics of
IgG4-RD:

* Diffuse/localized swelling or

* A mass or nodule
(In single organ involvement, lymph node swelling is
omitted)

Serum IgG4 levels >135 mg/dL

Positive for two criteria:
1. Dense lymphocyte and plasma cell infiltration
with fibrosis
2. 1gG4a+ plasma cells/IgG+ cells >40% and IgG4+
plasma cells >10/hpf
3. Typical tissue fibrosis, particularly storiform
fibrosis, or obliterative phlebitis

Sensitivity of criteria:*
Specificity of criteria:*

88%; @ 100%
88%; @ 50%

Ll

Possible Probable Definitive

™

fouch
IMMUNOLOGY




Practice aid for IgG4-related disease

IgG4-RD is a highly treatment-responsive disease®

Induction Maintenance Monitoring

GCs are the cornerstone of

treatment®

= 30-40 mg/day prednisone,
for 4 weeks®

= GCdose is then gradually
tapered over 8—12 weeks®

Long courses of low-dose GCs'-6 Clinical monitoring for early

= 2.5-10 mg/day prednisone’ detection of flares’

= Sequential assessment of
clinical, biochemical and
radiological parameters?

= Biomarkers of 1gG4-RD activity,
e.g. serum IgG4 levels’

Long-term GC treatment is

associated with adverse effects.?
Alternative treatments:

= GCs and immunosuppressants,

but evidence for efficacy is slim>
= Targeted therapy, including Life-long follow-up is advisable?®

B cell depletion (off-label)®

Relapses are common following

steroid tapering®

= Relapse treated as per
induction regimen®

Treatment decisions should be individualized1?

Disease-related factors Patient- and social-related factors
= Disease subtype = Urgency of = Agel =  Public health factors?®
= Disease phenotypell1? presentation’13 =  Comorbidities!® = |nsurance coverage®®

= Predictors of relapsel4-16

Treatment goals are to reduce inflammation, induce and maintain remission,
and preserve organ function, all while minimizing toxicity®
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Emerging treatments for IgG4-RD2%:21

Rituximab  Rilzabrutinib Zanubrutinib Abatacept Elotuzumab Obexelimab Inebilizumab Belimumab

NCT01584388 NCT04520451 NCT04602598 NCT03669861 NCT04918147 NCT05662241 NCT04540497 NCT04660565

Completed Active Recruiting Completed Recruiting Recruiting Active Recruiting
Anti-CD20 CTLA4-Ig Anti-SLAMF7 Anti-CD19 Anti-CD19 Anti-BAFF
antibody |nh|b|tor |nh|b|tor fusion protein antibody antibody antibody antibody
Advances in understanding the pathogenesis of 1gG4-RD has prompted the development of
novel targeted agents that may provide steroid-sparing options in the future®?22
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Abbreviations and references

Abbreviations

ACR, American College of Rheumatology; BAFF, B-cell activating factor; BTK, Bruton's tyrosine kinase; CD, cluster of differentiation; CTLA4, cytotoxic
T-lymphocyte associated protein 4; EULAR, European League Against Rheumatism; GC, glucocorticoids; hpf, high-power field; Ig, immunoglobulin;
IgG4-RD, IgG4-related disease; MCD, multicentric Castleman disease; RCD, revised comprehensive diagnostic; SLAMF7, surface antigen CD3109.
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The guidance provided by this practice aid is not intended to directly influence patient care. Clinicians should always evaluate their patients’ conditions and potential
contraindications and review any relevant manufacturer product information or recommendations of other authorities prior to consideration of procedures, medications or
other courses of diagnosis or therapy included here.

Our practice aid coverage does not constitute implied endorsement of any product(s) or use(s). touchIMMUNOLOGY cannot guarantee the accuracy, adequacy or
completeness of any information, and cannot be held responsible for any errors or omissions.
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