Letters to the Editors

The performance of histological
criteria for IgG4-related disease
in clinical practice

Sirs,

[gG4-related disease (IgG4-RD) is a rare,
slowly progressive, multi-organ disease
characterised by mass fibroinflammatory
lesions affecting various organs or body
regions, with a heterogeneous clinical pres-
entation. A high proportion of patients also
have elevated serum IgG4 levels. Histo-
logical verification is a crucial part of the
diagnostic work-up, with characteristic
histopathological changes including dense
lymphoplasmacytic infiltrate enriched with
[gG4+ plasma cells, storiform fibrosis and
obliterative phlebitis. The 2019 ACR/EU-
LAR classification criteria define and score
the histological characteristics of the dis-
ease (1). In addition to the diagnostic role,
histology may also have a prognostic value
in [gG4-RD. A recent study showed that a
high number of IgG4+ plasma cells/high
power field (HPF) (=100 IgG4+ plasma
cells/HPF) was associated with a prolifera-
tive disease phenotype, fewer relapses and
higher remission rate during follow-up (2).
However, considering the diagnosis, his-
tology alone is insufficient for diagnosing
IgG4-RD, as various conditions outside the
spectrum of IgG4-RD can mimic its histo-
pathological features (3). Similarly, we do
not yet have a single highly sensitive and
specific laboratory biomarker to distinguish
[gG4-RD from mimickers (4). Diagnosis
should therefore be based on a synthesis
of typical clinical, imaging, laboratory and
histological findings.

The aim of our cross-sectional study was
to reassess, using the histological scoring
system of the 2019 ACR/EULAR IgG4-RD
classification criteria, biopsies evaluated at
the Institute of Pathology, where patholo-
gists had originally suggested the possibil-
ity of IgG4-RD.

Relevant biopsies were ascertained from
the period between January 2012 and No-
vember 2024 by searching the electronic
database of the Institute of Pathology, Med-
ical Faculty Ljubljana, for pathology re-
ports containing the key word ‘IgG4’. The
biopsy reports retrieved were re-evaluated,
and, after excluding unsuspected or unrelat-
ed cases, the remaining biopsies were reas-
sessed by an experienced pathologist (VJ).
Biopsies were analysed and scored for the
presence of dense lympho-plasmocytic in-
filtrate, storiform fibrosis and obliterative
phlebitis, as well as immunohistochemi-
cally assessed to determine the number of
IgG4+ plasma cells/HPF and the IgG4+
plasma cells/total IgG cell ratio. Finally,
the referring specialist was contacted to
confirm the final clinical diagnosis.

The key word search retrieved 364 biopsies
from 297 patients over a 155-month period.
A review of the reports showed that 1gG4-
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Table I. A. Organ biopsied in histologically suggestive IgG4-RD; B. The final clinical diagnosis.

A

B

Number of
biopsies (55)

Biopsied organ

Number of
patients (54)

Clinical diagnosis

Orbit

Lacrimal gland
Salivary gland

ENT region

Aorta

Retroperitoneal tissue
Pleura / Peritoneum / Omentum
Pancreas

Stomach

Kidney

Funiculus spermaticus
Subcutaneous tissue
Lymph node
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IgG4RD

Descriptive diagnosis™
Other/secondary RPF
Malignancy

ANCA vasculitis

VEXAS syndrome

Cocaine induced ENT lesions

0o
N

_—N kW

*2 cases of chronic pancreatitis, 2 cases of sclerosing peritonitis/mesenteritis; 1 case of orbital pseudotumour; 1 case
of submandibular gland sialadenitis; 1 case of subglottic fibrosis; RPF retroperitoneal fibrosis; ENT ear nose throat;

RD was mentioned as a diagnostic possibil-
ity in 55 biopsies taken from 54 patients,
of which 46 were deemed highly suggestive
and 9 suspicious for IgG4-RD. Nine of the
biopsies that were suspicious were so be-
cause of suboptimal sample size (e.g. nee-
dle biopsy; 5 samples), absence of dense
lymphoplasmacytic infiltrate (2 samples),
known malignancy (2 cases of peritoneal
mesothelioma). All 55 biopsies were reas-
sessed. The remaining 309 biopsies did not
contain findings supporting a suspicion of
1gG4-RD. Table I, panel A, reports the or-
gans biopsied from the 55 reassessed biop-
sies. A dense lympho-plasmocytic infiltrate
was found in 53/55 biopsies (96.4%), stori-
form fibrosis in 36/55 (65.4%) and oblit-
erative phlebitis in 27/55 samples (49.1%).
All three histological findings were present
together in 23/55 biopsies (41.8%). Tissue
eosinophils were observed in 26/55 biopsies
(47.3%). More than 50 IgG4+ plasma cells/
HPF were found in 41/55 (74.5%) biopsies
and more than 100 IgG4+ plasma cells/HPF
in 11/55 (20%) biopsies.

The IgG4+ plasma cells/IgG cell ratio was
<41 in 8 biopsies (14.5%), 41-70 in 24
biopsies (43.6%) and >70 in 23 biopsies
(41.8%).

The final clinical diagnoses of the patients
are presented in Table IB. The clinical di-
agnosis was consistent with the histologi-
cal diagnosis of IgG4-RD in 36 patients
(66.7%). However, in 4 patients (7.4%), the
final diagnosis was cancer, and in 2 cases,
ANCA vasculitis was diagnosed.

1gG4-RD is a relatively new and unique
disease entity. Its clinical presentation may
mimic a variety of diseases, and elevated
serum IgG4 levels (though typical) have
a limited sensitivity and specificity as a
sole diagnostic biomarker. Therefore, his-
topathological assessment of the affected
organs/tissues is central for making of an
appropriate diagnosis and for exclusion of
other differential diagnostic possibilities.
Although the literature is dominated by
reports of IgG4-RD mimicking another

condition, e.g. malignancy or other inflam-
matory disease, the reverse possibility —
clinical or even patohistological suspicion
of IgG4-RD that turns out to be another
disease should not be neglected. Histo-
logical or immunohistochemical features
suggestive of 1gG4-RD have already been
described in some other diseases, e.g. hae-
matological diseases such as Castleman’s
disease, Erdheim-Chester disease, ANCA
associated vasculitis, Sjogren’s disease (5-
7). Our study further adds to the existing
data and shows the importance of a proper
correlation between clinical, laboratory and
histopathological data.

In conclusion, in two-thirds of patients with
histology supportive of IgG4-RD, clinicians
ultimately confirmed the diagnosis. How-
ever, a significant proportion of patients
received other diagnoses, including cancer.
Therefore, careful clinicopathological cor-
relation is needed to avoid overlooking oth-
er severe diseases that require distinct and,
in some cases, rapid therapeutic interven-
tions (e.g. malignancy, systemic vasculitis,
infection).
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