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Immunoglobulin  G4—Related Disease of the Maxillofacial
Region. A Rare Case

Enfermedad Relacionada con Inmunoglobulina G4 en el Area Maxilofacial. Un Caso Raro

Vitor José Fonsecg Afonso Celso Manzano de Moraégs Sergio Olate;Luciana Asprino® & Marcio de Moraes!

FONSECA, V. J.; MANZANO DE MORAES, A. C.; OLATE, S.; ASPRINO, L. & DE MORAES, M. Immunoglobulin G4—Related
disease of the maxillofacial region. A Rare Cédse.J. Morphol., 36(4)1509-1513, 2018.

SUMMARY: IgG4-related disease is a systemic, multifocal, immune-mediated disorder that can affect multiple organs and may
present as a tumor, with rare cases described in the maxillofacial region. A female patient, 53 years old, presentirgrnas®irithe
right mandibular region. Magnetic resonance imaging suggested well circumscribed nodular lesion adjacent to the brafichg body o
mandible, extending posteriorly to the masseter muscle. During the surgical procedure of excision, a lesion was obsexytatadheri
right masseter muscle, but it was possible to remove it completely. Histopathological and immunehistochemical analysis suggeste
diagnosis of IgG4-related disease, furthermore, 1IgG4 serum count was increased. Actually, the patient continues ongilenedical f
ups in our service and by other specialties. Can be concluded that precise diagnosis of this pathology depends on ntaigdactors,
challenging and the treatment involves multidisciplinary evaluation due to the possibility of involvement of several ather orga

KEY WORDS: IgG4; |gG4-related disease; Tumor

INTRODUCTION CASE REPORT

Immunoglobulin IgG4-related disease is a multifocal A 53-year-old female patient, leucoderma, reporting
systemic immune-mediated disorder characterized bypaevious medical history of controlled systemic arterial
fibrosclerotic inflammatory pattern, which may affect multiplehypertension, attended our Service complaining about of
organs (Stonet al, 2012), most commonly presenting as aolume increase in face. Clinical examination revealed a solid
tumor or "masslike", and in smaller number, presentingnass located in the right mandibular region, painful during
infiltrative characteristic (Thompson & Whyte, 2018). manipulation. Simultaneously palpation extraoral and

intraoral, suggested a lesion well adhered to the tissues, cervi-

According to Brito-Zeroret al. (2014) reported in the cal lymphadenopathies were not evidenced. Panoramic
literature the involvement of several organs, mainly includingadiographic image did not suggest significant bone alterations.
the pancreas, salivary and lacrimal glands, lungs, amobifrasonographic study of the salivary glands also did not show
others. The involvement of the salivary glands or sialadenitbnormalities. Magnetic resonance imaging suggested a well
related to 1gG4 disease are the most prevalent presentatioimsumscribed nodular lesion adjacent to the mandible ramus/
in the head and neck region, and because of this, are waldy, extending posteriorly to the masseter muscle, with no
described in the literature. On the other hand, few reports haseparation between these structures (Figs. 1A-B).
been well documented in the maxillofacial area.

A ultrasound-guided fine-needle aspiration biopsy was

The present study aims to report a rare case of a patipetrformed and the result was inconclusive, suggesting a
with an increase in volume in the mandibular region of thehronic inflammatory process. Due to this nonspecific result,
right side, whose diagnosis, after histopathology anah excisional biopsy of the lesion was performed under local
immunohistochemistry, revealed IgG4 immunoglobulinanesthesia by intraoral access. During the blunt dissection,
related disease. We also sought to discuss tlathough the lesion was well adhered torthesseter muscle,
pathophysiological factors. it was possible to detach it completely (Fig. 2).

! Department of Oral and Maxillofacial Surgery, Piracicaba Dental School, State University of Campinas, Piracicaba (SP), Brazil.
2 Division of Oral, Facial and Maxillofacial Surgery. Center of Excellence in Morphological and Surgical Studies (CEMyQ3idauwas La Frontera,
Temuco, Chile.
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Histological examination of a piece measuring 2.2 x
1.8 x 1.4 cm, suggested a non-specific chronic inflammatory
process, rich in plasma cells, with sclerotic infiltration (Figs.
3A-B), suggesting the accomplishment of
immunohistochemistry due to the possibility of related
disease to 1gG4 / inflammatory pseudotumor. The
immunehistochemical study showed a mixed lymphoid
population with CD20 expression in B lymphocytes and CD3
lymphocytes in the T lymphocytes. Among the plasma cells,
IgG4 + / 1gG + ratio of 40 % was observed, suggesting a
diagnosis of IgG4 related disease (Figs. 4A-B).

After anatomopathological and immunohistochemical
examinations, we requested several laboratory tests, which
showed an increase in the 1gG4 serum count. dther C-
reactive protein, hemogram and leukogram tests were
counted within the reference values.

Fig. 3. A, (HE) Histological slide image (20x magnification) showing non-specific chronic inflammatory process. B, (HEyidatolo
slide image (40x magnification) with inflammatory infiltrate rich in plasma cells (arrow) with sclerotic infiltration.
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Fig. 4. A, Irﬁage of immunoﬁi'stbéhemiéai‘(lOX magnificatioh) howing a mixed lymphoid population. B, Image of immunohistbchemica
(40x magnification) showing that among the plasma cells, IgG4 + (arrow) / 1gG + ratio of 40 % was observed, suggestirsisaofliagno
IgG4 related disease.

The patient is in follow-up with no complaints, €vent, bispecific molecules are formed that lose the ability
showing a good evolution with a decrease in volume fact®. crosslink with antigens, not forming immune complexes
She was referred to the Head and Neck and Rheumatold§iHma & Firestein, 2012). Thus, IgG4 does not effectively
Surgery Service to follow up on other possible Chang@tivate the classical complement pathway and traditionally
related to the disease. No other disease-related changes H@febeen assigned only a limited role in immune activation
been found so far. (Stoneet al).

According to Palazzet al, the diagnosis should be

DISCUSSION based on clinical aspects: volume or mass increases in one

or more organs, laboratory tests include serum IgG4 count

greater than 1.35 g / L, and pathological criteria: marked

The pathogenesis of the disease is still poor|gy1filtration by lymphocytes and plasma cells, more than 10

understood, with autoimmune and infectious agents beif@>4 Positive plasma cells per high power field with IgG4 /
considered as potential immunological triggers (Sebiak). IgG ratio greater than 40 % and sclerotic infiltration. In the
Genetic studies to date have not been enlightening (Umeh&#&e reported, itis possible to observe an increase in volume,
etal, 2012). Some authors believe that it is a Helper T-cdifmness of the palpation, and an increased IgG4 count, and
mediated immune response of type 2 (Th2), followed by anatomopathological and immunohistochemical
activation of regulatory T cells (Treg), which leads t@&xamination, a non-specific chronic inflammatory process
increased expression of interleukins, mainly 4, 5, 10, 19/as found, rich in plasma cells, with stromal sclerosis (Figs.
and transforming growth factor beta (TGF-b) (Stehal; 3A-B), with a mixed lymphoid population, expression for
Umeharaet al; Deshpandet al, 2012). CD20 on B lymphocytes and CD3 on T lymphocytes, and

IgG4 + / 1gG + ratio of 40 % (Figs. 4A-B) characterizing

These cytokines stimulate the production of IgG4 angufficient criteria to determine 19gG4 related disease.

to a lesser extent, production of IgE, eosinophilia and the S
progression of fibrosis, which are the characteristics of the ~ Increased IgG4 concentrations in tissues and plasma
diseases (Palazzet al, 2014). It is not possible to saymay be useful in the diagnosis of DR-IgG4_, but neither is a
whether these deposits, mainly of IgG4, are involved idisease-specific marker (Stoeeal). According to Guma
immunocomplex mediated tissue damage or if they are orfyFirestein, many patients have increased serum IgG4 levels,
secondary phenomena, that is, without causal relation (StdHé approximately 40 % have normal plasma concentrations,
et al; Palazzeet al). Due to unstable bonds between theifven with classic histopathological findings of the disease.
heavy chains, IgG4 undergoes random recombination, also
called FAB-arm exchange (Stoetal), giving this class of In addition to the IgG4 count, other tests may show
antibodies unique characteristics. Due to the recombinati6Ranges, such as slightly elevated C-reactive protein,
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elevated erythrocyte sedimentation rate, anemia, Due to the increase in volume, promoting aesthetic
thrombocytosis, peripheral eosinophilia, and elevated Igiissatisfaction and painful complaints in the patient, the
serology (Della Torreet al, 2014; Culveret al, 2017). surgical procedure was chosen for excision of the lesion
However, according to the Andreat al. (2014), the under local anesthesia (Fig. 2). As reported by Gutiérrez
erythrocyte sedimentation rate and C-reactive protein aBantamari@t al (2014), at least a reasonable-sized biopsy
typically normal. In the reported clinical case, only amas to be obtained to secure the diagnosis and to rule out
increase in IgG4 count was observed and other tests witlither pathologies. This is a systemic disease, and the patients
the normality patterns. In the reported clinical case, only aaquire work-up and follow-up for the presence of additional
increase in IgG4 count was observed and other tests witlsites of involvement. At the moment, the patient is without
the normality patterns. symptoms, being followed up by our Service and other
specialties.

The epidemiology of the disease remains poorly
understood due to the recent recognition of the lesion and It is observed that the precise diagnosis depends on
the absence of studies (Vasaitis, 2016). Yamarmsbtal. = many factors being challenging, as described above, and the
(2014) reports the disease predominantly affects mateatment involves the multidisciplinary evaluation due to
patients, with the possible exception of involvement in thiae possibility of involvement of several other organs, being,
head and neck region, where the gender distribution is vaherefore, the knowledge by the maxillofacial and head and
close. The mean age at onset of symptoms appears tonkek surgeons for correct conduction of the disease in a
between 50 and 60 years, consistent with the age of @ystemic way.
patient (Yamamotet al; Wallaceet al, 2015), but some

patients may present with younger symptoms and may even
affect children (Mannion & Cron, 2011). FONSECA, V. J.; MANZANO DE MORAES, A. C.; OLATE,

S.; ASPRINO, L. & DE MORAES, M. Enfermedad Relaciona-

. .. L da con Inmunoglobulina G4 en el Area Maxilofacial. Un Caso Raro.
As in the reported clinical case, the main signs of the, 5 Morphol., 36(4)L509-1513, 2018.

disease are the appearance of nodules and masses, focal or

diffuse, which are usually discovered through physical or RESUMEN: La enfermedad relacionada con IgG4 es una
radiological examination. In the early stages, the diseasectsdicion sistémica, multifocal, mediada por una alteracion de la
asymptomatic in most cases. The evolution of the diseasspuesta inmune que puede afectar diferentes 6rganos o puede
can lead to pain complaints due to tissue compression. THi€sentarse como un tumor, raramente descrito en el area
patient in the study reported painful symptomatology omaxilofacial. Se describe el caso de una paciente de sexo femeni-

palpation. Atopic dermatitis, asthma or chronic sinusitis cdlf, 9€ 53 afios de edad, presentando una masa tumoral en el angulo
mandibular derecho. La resonancia magnética sugirié un area

. 0 . .
be observed in up to 40 % of patients; however, pancreatwgdular bien delimitada adyacente al cuerpo mandibular y exten-

is the mo§t common clinical path_ology and is c?ft_e'aida posteriormente hasta el musculo masetero. Durante la esci-
accompanied by involvement of the bile duct. Other clinicajon quirargica, la lesién se presentaba adherida al musculo de for-
manifestations may occur such as the involvement of the lateral siendo posible el retiro total de la lesién. El estudio

abdominal or mediastinal lymph nodes (80 % of casesjistopatologico e inmunohistoquimico determiné el diagndstico

salivary or lacrimal glands (40 %), kidneys (30 %), lungde enfermedad relacionada con IgG4 presentando un conteo de
(13 %) and retroperitoneum (10 %) (Palaetal). In view 9G4 aumentado. Actualmente, la paciente continua con seguimien-
of the variability of systemic implications, we referred thd® Por la especialidad. Se puede concluir que el diagndstico preci-
patient for evaluation with other specialties, such as hea(a de esta patologia depende de algunos factores; el tratamiento

. ._debe ser multidsciplinario debido a la inclusion de diferentes érga-
and neck surgery and rheumatology, with no other alterat|olg1(§S en la enfermedad
so far. '

PALABRAS CLAVE: 1gG4; Enfermedad relacionada
There are still no definitive strategies for the treatmegbn 19G4-related disease; Tumor
of 1gG4-RD. But there are some guidelines that were
suggested in 2015. Of these, it is advised, in asymptomatic
patients with limited disease, for example, with onhfREFERENCES
involvement of the lymph nodes or salivary glands, "obser-
ve and wait", keeping the patients closely monitored. In
symptomatic patients, interventions are indicated, eith@pdrew. N.; Kearney, D.; Sladden, N.; Goss, A. & Selva, D. Immunoglobulin
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