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Fibrous variant of Hashimoto’s L)
thyroiditis as a sign of IgG4-related
disease, mimicking thyroid

lymphoma: Case report

Tiroiditis de Hashimoto variante fibrosante
como manifestacion de enfermedad por IgG4,
simulando un linfoma tiroideo: reporte de un
caso

In 2001, a new subtype of autoimmune pancreatitis was
reported and recognised as 1gG4-related disease (IgG4-RD)."
It was characterised by the formation of lesions/masses due
to diffuse lymphoplasmacytic infiltration of IgG4-positive
cells, tissue sclerosing fibrosis, hypergammaglobulinaemia
with a predominant increase in serum IgG4 levels and
dysfunction of the compromised organ.? The list of com-
promised organs rapidly expanded, with involvement of the
salivary glands, bile ducts, orbit, lymph nodes, retroperi-
toneal tissue, etc.

Moreover, thyroid involvement or IgG4-related thyroid
disease (IgG4-RTD) was first described by Li et al.? in 2009,
manifesting as a single entity or as a part of multisystem
involvement in 1gG4-RD. We report the case of a patient
with 1gG4-RTD mimicking thyroid lymphoma.

The patient was a 47-year-old Caucasian man, with
no history of thyroid disease or cervical radiation, who
consulted for a four-month history of non-painful, rapidly
growing anterior cervical tumour associated with pro-
gressive dysphonia, dysphagia and dyspnoea. Physical
examination revealed grade Il goitre without palpable
nodules. An initial neck ultrasound showed a markedly
enlarged thyroid gland with hypoechoic areas and thin
hyperechoic septa featuring increased vascularisation on
colour Doppler imaging, suggestive of thyroiditis. Laboratory
results were consistent with overt primary hypothyroidism
of autoimmune origin (thyroid-stimulating hormone [TSH]
100.9 wlU/ml [normal range (NR) 0.55-4.78], free thyroxine
[T4] 0.38ng/dl [NR 0.89-1.76] and peroxidase antibodies
443,012 1U/ml [NR<60]), so treatment with levothyrox-
ine was started. One month after the onset of signs and
symptoms, the patient presented with right thyroid lobe
(RTL) enlargement spreading to the ipsilateral submandibu-
lar region. Computed tomography (CT) of the neck showed
a large goitre affecting the RTL (4cm x4.6cm x 12cm
[AP x T x L]; left thyroid lobe [LTL] 4.3cm x 4cm x 4cm),
with spread towards the retropharyngeal space compress-
ing the larynx and the ipsilateral pyriform sinus, associated
with displacement of the glottal and supraglottal portion,

including the vocal cords. Due to the mass’s rapid growth,
fine needle aspiration biopsy was performed, yielding results
consistent with Hashimoto’s thyroiditis. However, given that
thyroid lymphoma was suspected, a decision was made to
perform open glandular biopsy, which revealed a pattern
of thyroiditis, inflammatory myofibroblastic tumour or 1gG4-
related sclerosing disease.

The case was presented to the Endocrine Tumours Com-
mittee. It was decided to order IgG4 521 mg/dl (NR 3-200),
beta-2 microglobulin 2.6 mg/l (NR 1.1-2.5) and lactate
dehydrogenase (LDH) 247 1U/L (NR 100-190) plus a positron
emission tomography/computed tomography (PET/CT) scan
with 18F-fluorodeoxyglucose (*®F-FDG), which corroborated
the presence of a large goitre with diffuse uptake in
relation to lymphocytic thyroiditis. In light of the rapid
growth and the compressive symptoms reported, it was
decided to perform a total thyroidectomy. The only post-
operative complication was a seroma that required drainage
on two occasions. Pathology showed a thyroid gland weigh-
ing 182g (NR 25-30g) with IgG4-related fibrous variant
of Hashimoto’s thyroiditis (with IgG4 staining >28 plasma
cells per high-power field and IgG4/1gG ratio <30%, with-
out observing areas of diffuse lymphoid proliferation through
antigen receptor rearrangement analysis) (Fig. 1). 1G4 val-
ues decreased by 55% (290mg/dl) two weeks after the
operation and normalised two months later. Two years after
surgery, the patient has not presented with compromise of
other organs or systems and maintains normal 1gG4 serum
levels.

Our case represents a clear example of 1gG4-RTD, a
recently recognised benign thyroid disease that may mimic a
neoplastic condition. The link between thyroid compromise
and 1gG4-RD was initially suggested based on the observation
that hypothyroidism was highly prevalent in patients with
autoimmune pancreatitis.” Taking these observations as a
starting point, Li et al.® found that patients with Hashimoto’s
thyroiditis could be subcategorised as patients with 1gG4
(+) or 1gG4 (-) infiltrates, with the former characterised by
fibrosis and lymphoplasmacytic infiltration and the appar-
ent absence of systemic extrathyroid involvement. Typically,
patients with 1gG4-RTD had higher rates of hypothyroidism,
had high levels of thyroid peroxidase (TPO) antibodies, were
younger, were mostly male and had disease with a surpris-
ingly progressive course compared to patients with 1gG4 (-)
disease.*> Thus, the case reported had the typical charac-
teristics of this condition.

At present, it is known that IgG4-RTD can encompass
cases of (a) chronic autoimmune thyroiditis, (b) a fibrotic
variant of this disease, (c) Riedel’s thyroiditis and (d) some
uncommon cases of Graves’ disease.®


https://doi.org/
http://www.elsevier.es/endo
http://crossmark.crossref.org/dialog/?doi=10.1016/j.endien.2022.11.034&domain=pdf

Endocrinologia, Diabetes y Nutricion 70 (2023) 60-67

Figure 1

Macroscopic and histological imaging of total thyroidectomy specimen. (A) Macroscopic image of thyroid gland, anterior

face, weighing 182 g. (B) Histological image of pseudonodular areas due to fibrosis (haematoxylin and eosin, 40x). (C) Immunohis-
tochemistry image with 1gG (400x). (D) Immunohistochemistry image with 1gG4 (400x).

Regarding diagnosis of 1gG4-RTD, although there are
mixed criteria, the most commonly accepted criteria are
those of the Japan Thyroid Association and the Japan
Endocrine Society, which include: (1) gland enlargement, (2)
hypoechoic lesions on ultrasound, (3) elevated serum IgG4
levels (>135mg/dl), (4) thyroid histopathology findings such
as infiltration of >20 IgG4+ plasma cells per high-power field
and a proportion of 1gG4+/1gG+ plasma cells >30%) and (5)
involvement of other organs.” As such, a patient is consid-
ered to have definitive 1IgG4-RTD when criteria 1-4 are met,
probable 1gG4-RTD when criteria 1+2+4 or 1+2+5 are met
and possible I1gG4-RTD when criteria 1 +2+3 are met.

On the one hand, it should be stressed that histopatho-
logical findings are the most important elements for
demonstrating 1gG4+ plasma cell infiltration and for ruling
out malignancy or other entities. On the other hand, it is
important to note that elevated serum IgG4 levels are not
sufficient by themselves to diagnose this entity, since ele-
vated IgG4 is also characteristic of other diseases.? Although
histology in the case reported revealed a proportion of
IgG4+/1gG+ plasma cells <30%, based on meeting all the
other criteria, the clinical presentation, the epidemiologi-
cal data and the fact that lymphoid clonality had been ruled
out, the patient was considered to have definitive IgG4-RTD.

Concerning treatment, glucocorticoids and immunomod-
ulators such as azathioprine, mycophenolate mofetil
and methotrexate are treatments of choice in 1gG4-
RD.¢ However, thyroid gland enlargement with significant
compression of adjacent organs, constrictive symptoms
or suspected malignancy lend themselves to a surgical
strategy.’

In conclusion, knowledge of this condition is indispens-
able given that it will help physicians to decide the best
strategy for diagnosis and treatment, since many of these
lesions involve a mass raising clinical suspicion of malig-
nancy, and in some cases unnecessary surgery may be
avoided.
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Thyroid gland metastases: 3 cases L)
that illustrate their clinical,

radiological and pathological
characteristics

Metastasis en la glandula tiroidea. Tres casos
ilustrativos de su presentacion clinica,
radiolégica y anatomopatolégica

Introduction

Thyroid metastases of extrathyroid neoplasms account for
less than 3% of all malignant thyroid tumours." Given
their rarity, we report three cases that occurred in differ-
ent clinical scenarios, before reviewing this condition and
expounding upon its diagnosis in depth.

Case 1

A 59-year-old man who smoked 45 pack-years, came in with
an anterior neck mass that had gradually enlarged over
the past three months. Thyroid ultrasound was performed,
showing an enlarged gland with a tiger-stripedappearance,
no nodularity and multiple pathological bilateral swollen
lymph nodes (Fig. 1). Fine needle aspiration biopsy (FNAB)
was performed on the gland and cytology and immunohisto-
chemistry diagnosis confirmed PDL1-positive squamous cell
lung metastasis. A computed tomography (CT) scan of the
neck and chest was ordered, which revealed not only patho-
logical thyroid and cervical lymph node findings but also
a spiculated lung mass measuring 5cm in the right upper
lobe. At the same time, the patient was diagnosed with
squamous-cell carcinoma of the oral cavity with cervical,
submandibular and supraclavicular involvement.

Treatment was started with carboplatin and pacli-
taxel with cytoreductive intent, but after the first session
the patient showed rapid clinical decline with dysphagia
and dyspnoea, and therefore palliative sedation was pur-
sued.
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Case 2

A 50-year-old woman with a history of metabolic syndrome
had undergone a right nephrectomy 10 years earlier due to
low-risk clear cell renal cell carcinoma. She was in follow-up
by urology and her disease was in remission. A follow-up CT
scan detected a bilateral multinodular goitre. Thyroid ultra-
sound showed a solid, isoechogenic (ACR-TIRADS 3)? nodule
on the left thyroid lobe (LTL) measuring 34 mm. FNAB was
performed on this nodule and it was diagnosed as benign.
The right thyroid lobe (RTL) had a solid, hypoechogenic nod-
ule with limited vascularisation (ACR-TIRADS 4) measuring
8 mm. FNAB was not performed on this nodule due to lack
of criteria. On a follow-up ultrasound after 18 months, the
nodule on the RTL had doubled in size and increased in vas-
cularisation. FNAB was performed on three occasions, all of
which were unsatisfactory. As such, total thyroidectomy was
performed to arrive at a definitive diagnosis. Sample anal-
ysis showed two foci of clear cell renal cell carcinoma (the
larger one, on the right, measuring 17 mm), with positiv-
ity for vimentin and RCC and focal positivity for CD10 and
CK7. A staging CT scan further revealed two lung metastases
measuring less than a centimetre. Therefore, treatment was
started with sunitinib, then suspended due to lack of tol-
erance. The patient’s disease is currently stable and being
treated with nivolumab.

Case 3

A 64-year-old man with a history of smoking (50 pack-years)
and metastatic lung adenocarcinoma with lymphangitic car-
cinomatosis (T3N3M1a) was on treatment with pemetrexed
with a partial response. He was referred due to rapid and
progressive thyroid gland enlargement over the course of
the past two months, causing significant dysphagia to both
solids and liquids. Thyroid ultrasound revealed enlargement
of both thyroid lobes due to two large, solid, isoechoic nod-
ules with punctiform calcifications (ACR-TIRADS 4), one on
the RTL measuring 37 mm and other on the LTL measuring
35mm. In addition, bilateral pathological lymphadenopathy
measuring up to 20 mm was found in the cervical lymph node
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