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1. Background

IgG4-related disease is an autoimmune condition that can have a multi-organ or
single-organ affection. It is an immune-mediated process due to IgG4 hyperse-
cretion and substantial similarity with other malignant, inflammatory and infec-
tious disorders [1] [2]. It was first associated with autoimmune pancreatitis,
however, extra-pancreatic manifestations have been reported [3]. Although in
the genitourinary system kidneys, bladder, urethra and prostate gland can be af-
fected, the testicle involvement is rare and was only recently described in 2013
with autoimmune pancreatitis association [4] [5] [6].

IgG4 related orchitis, such as other disorders associated with this condition, is
characterized by tumor-like mass growth through lymphoplasmacytic infiltra-
tion and fibrosis [1]. It is an uncommon disease with few isolated orchitis cases
reported and that requires high suspicion with histopathological correlation.

We report a case of a 61-year-old male patient with chronic orchitis due to

IgG4 hypersecretion mimicking testicle tumor, who underwent left orchiectomy.

Key Note Message

1) Autoimmune orchitis is a rare disease and may present as a tumor-like
mass.

2) High suspicion and adequate investigation are necessary for proper diagno-
sis and treatment.

3) Patients with isolated autoimmune orchitis need orientation for follow-up

due to their predisposition for autoimmune conditions.

2. Case Presentation

A 61-year-old male patient was admitted to an Amazonas capital’s private urol-
ogy service with a chief complaint of progressive left testicular mass growth for 1
week. He reported painless volume increase with no fever or other infection
symptoms association. No drug allergy or cancer history was reported. He also
reported healthy previous history without relation to any previous autoimmune
condition.

On physical examination, right testicle was topic, unaltered. Left testicle pre-
sented with volume increase, hardened aspect and absence of inflammatory
signs. A testicle ultrasound with Doppler evidenced volume and vascular flow
increase in the left side suggesting inflammatory-infectious process or lympho-
proliferative disease. He was treated with non-steroidal anti-inflammatory drugs
(NSAIDs) and requested to repeat the ultrasound evaluation. After two weeks,
the new testicle ultrasound revealed the same findings, with heterogeneous as-
pects.

Unfortunately, testis biopsy with frozen section was not available to be per-
formed before orchiectomy. The histopathological analysis revealed orchitis re-
lated to IgG4 hypersecretion disease with inflammation process spread
throughout the testicle and dense inflammatory infiltrate (Figure 1(A)), predo-
minantly represented by plasmocytes and involving atrophic seminiferous ducts
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Figure 1. Testicular biopsy consisting of dense inflammatory infiltrate (A); predominantly represented by plasmocytes, ranging
from lymphocytes and histiocytes (B); involving atrophic seminiferous ducts, consisting mainly of spermatogonia and exhibiting
marked thickening of the basement membrane (C); The immunohistochemistry reaction showed a predominance of IgG4 plasma
cells (D).

with spermatogonia and thickening of the basement membrane (Figure 1(C)).

Immunohistochemistry was performed and revealed predominance of IgG4
plasma cells and positivity to B lymphocytes, CD 3, CD 20 and CD 138 (Figures
1(A)-(D)).

In post-operative recovery, the patient evolved without any complications. He
was discharged two days after surgery. In our follow-up, the patient did not
present any autoimmune disorder to this moment and was oriented to seek fol-
low-up with rheumatologist and urologist in case of contralateral testicle affec-

tion.

3. Discussion

IgG4-related disease is a rare condition with systemic or organ-specific affection.
It is an immune-mediated disorder with cell marks positive for IgG4 and high
serum concentration of this immunoglobulin [1]. IgG4-related disorders affect-
ing testis have only recently been reported in the literature and there is still in-

sufficient epidemiological data, however, most patients are males over 50 years
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old [7] [8] [9].

Although considered an uncommon condition, it has been described as af-
fecting a range of organ systems including the pancreas, liver, aorta, orbits, kid-
neys, breast and prostate gland [3] [10]. The testicle involvement has recently
been reported in 2013 and there are only a few cases of isolated IgG4-related
orchitis in the literature [4] [5] [6].

The gold standard for diagnosing chronic orchitis due to IgG4 hypersecretion
is a biopsy of the affected tissue with immunohistochemical analysis. IgG4 se-
rum evaluation up to 135 mg/dL also suggests the diagnosis, but normal serum
levels do not exclude it once 30% - 40% of the cases revealed normal values at
the moment of diagnosis. However, serum IgG4 monitoring is useful for fol-
low-up treatment, and its serum concentration tends to rise with systemic affec-
tion [5]. A 2012 consensus statement on pathological criteria for the diagnosis of
IgG4-related disease has been established and includes the presence of an in-
creased number of IgG4 plasma cells associated with lymphoplasmacytic infil-
tration, fibrosis, and obliterated phlebitis [11]. Immunohistochemistry may be
positive for B cells and their subtypes, IgG4, CD 68 and CD 20, which prolongs
the disease through continuous antigens presentation [12].

IgG4-related disorders’ pathophysiology has not been clearly described, but
IgG4 is responsible for modulating the response against infectious agents and
allergic components. In these conditions, the T CD4 cell sensitization activates
innate immune cells such as fibroblasts and naive B cell entrance in the tissue,
responsible for the fibrosis and continuous inflammatory process [8].

The treatment for these IgG4 hypersecretion conditions is not firmly stab-
lished, although most clinical manifestations respond to corticoids. For this rea-
son, these drugs are usually the treatment of choice for most patients [1] [4].
Glucocorticoids seem to have low immunoglobulin levels and the disease start
remission. Recently, rituximab was introduced as an option treatment for these
conditions [8] [13].

Nevertheless, orchiectomy is opted in most cases due to difficulty differentia-
tion with malignant neoplasm and IgG4-related being diagnosed only after his-
topathological analysis [10].

As evidenced in our case, the affection of testis by IgG4 hypersecretion causes
organ volume increase with variable consistency (fibro-elastic or hardened),
usually unilateral and painful, which differs from our report since the patient
evolved painlessly. Many patients are treated with antibiotics and analgesics for
infectious hypotheses, without any clinical improvement [14].

In our case, the patient presented isolated orchitis as the main manifestation
of IgG4-related disease. Although it is important to keep in mind that other or-
gans affection may happen in a synchronous or metachronous way [8]. This pa-

tient follow-up was brief and he evolved asymptomatic.

4. Conclusion

The IgG4-related disease is an uncommon condition associated with autoim-
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mune relations and cell sensitization. Isolated testicle affection is infrequent and

it clinically presents as chronic orchitis and mimicking tumor-like mass. Most

cases are diagnosed after surgery with histopathological analysis, indicating that

a high suspicious index and proper investigation are necessary.
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