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Riedel’s thyroiditis with )
life-threatening presentation:
Diagnosis and therapeutic challenges

Tiroiditis de riedel con presentacion
potencialmente mortal: desafios diagnésticos
y terapéuticos

Riedel’s thyroiditis (RT) is a fibrosclerotic disease characte-
rised by thyroid parenchyma replacement by fibrosis, which
extends to near structures. It usually presents as a firm
anterior cervical mass with gradual development of com-
pressive symptoms, and requires differential diagnosis with
malignant disease. RT management focuses on symptom
control."?

We report the case of a 68-year-old woman who presen-
ted with acute dyspnoea, stridor and extreme generalised
asthenia, while swimming.

Her personal history included rheumatoid arthritis, mito-
chondrial myopathy, hiatal hernia and glaucoma. She denied
previous knowledge of thyroid disease, dysphonia or dysp-
noea, but she did mention having the occasional need to
cut smaller food portions while eating due to dysphagia for
solids.

In the emergency department, acute global respira-
tory failure due to a diffuse goitre, which compromised
the tracheal lumen, was identified. She required transient
non-invasive ventilation, which restored oxygen saturation,
and allowed further oxygen therapy via facial mask. Right
tracheal deviation was firstly identified on chest X-ray.
A voluminous goitre with intrathoracic extension (Fig. 1a)
and a significant reduction in tracheal lumen with a mini-
mal tracheal diameter of 3 mm x 10 mm were identified on
a chest computed tomography (CT) scan (Fig. 1b). Surgical
treatment was proposed, and an exploratory cervicotomy
was performed. During surgery, a fibrous thyroid gland highly
adherent to adjacent structures was identified, which sug-
gested a diagnosis of RT. Considering differential diagnosis
with anaplastic thyroid carcinoma, intraoperative patholo-

gic examination was performed, which also suggested RT.
A decompressive isthmectomy was performed. The histo-
pathologic report described thyroid tissue and surrounding
soft tissues with infiltration by spindle cell proliferation,
in a stroma with large collagen fibres, moderate lymp-
hoplasmacytic inflammatory infiltrate and low eosinophil
count; spindle cells had little nuclear pleomorphism and no
mitoses were observed (Fig. 1c¢). In the immunohistochemis-
try study, focal positivity was observed for smooth muscle
actin; there was negativity for cytokeratins AE1/AE3, TTF-1
(Fig. 1d), thyroglobulin, MDM2, ROS-1, pS100, desmin and
CD34; (IgG)4+/1gG+ ratio did not suggest 1gG4-associated
disease. Analysis by FISH, with probes for detection of struc-
tural rearrangements of the ALK gene (Vysis ALK Break Apart
FISH Probe Kit) did not reveal the rearrangement of the
gene. A diagnosis of IgG4-related thyroid disease was exclu-
ded, given the histological and clinical absence of suggestive
features. The definitive diagnosis was Riedel’s thyroiditis
and corticosteroid therapy with intravenous prednisolone
(100 mg/d) was started. Due to sustained compressive symp-
toms and oxygen need, a rigid bronchoscopy was performed
five days after surgery and documented persistent extrin-
sic tracheal compression, with 70% lumen reduction. An
endotracheal prosthesis restored tracheal lumen calibre and
allowed resolution of symptoms. The patient was discharged
two days after tracheal prosthesis placement, medicated
with prednisolone per os 80 mg/d, and did not require oxy-
gen therapy.

After one month of follow-up, thyroid parenchyma
replacement by fibrosis led to hypothyroidism, which was
successfully treated with levothyroxine. Glucocorticoid-
induced diabetes was treated with insulin.

At four months of follow-up in the endocrinology clinic,
she remained asymptomatic, had good response to thyroid
hormone replacement with levothyroxine, and no phospho-
calcic metabolism disorders were present. Prednisolone was
gradually reduced to 20 mg/d. Tracheal prosthesis warran-
ting airway safety and a reduction in thyroid size were
documented by CT scan (Fig. 1e). After 10 months of dia-
gnosis and glucocorticoid treatment, further thyroid size
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Figure 1

At hospital admission, a chest CT scan revealed an exuberant diving goitre (a) with noticeable tracheal lumen reduction

to 3mm x 10mm (b). The histopathologic report described thyroid tissue and surrounding soft tissues with infiltration by spindle
cell proliferation, in a stroma with large collagen fibres and moderate lymphoplasmacytic inflammatory infiltrate; spindle cells
have little nuclear pleomorphism and no mitoses are observed (c, d). After 4 months of follow-up endotracheal prosthesis still
provided airway safety (e). After 10 months of prednisolone treatment, thyroid size reduction allowed tracheal prosthesis to be

safely removed (f).

involution allowed tracheal prosthesis removal (Fig. 1f) wit-
hout recurrence of symptoms.

Riedel’s thyroiditis was first described in 1896 as a thy-
roid inflammatory disorder. Incidence is higher in women
and in adults aged 30-50 years old, and is estimated to be
1.6 per 100,000 people/year."? Until 2019, 212 cases were
reported.?

The pathophysiology of RT remains unclear. Sporadic
cases, as well as those associated with multifocal fibroscle-
rotic disorders or autoimmune diseases such as IgG4-related
thyroid diseases, were described.”* Clinically, RT usua-
lly has an insidious presentation. Patients complain of an
anterior cervical mass, which is usually firm with progressive
growth, and may be gradually accompanied by compressive
symptoms such as dysphagia, hoarseness and dyspnoea.’ Dif-
ferential diagnoses include anaplastic thyroid carcinoma,
primary thyroid lymphoma and fibrosing variant of Hashi-
moto thyroiditis."?

Regarding diagnosis, the following histological criteria
are considered”*: 1. Partial or total fibroinflammatory pro-
cess of the thyroid; 2. Extension into adjacent tissues; 3.
Infiltrates of inflammatory cells, excluding oncocytes, giant
cells, lymphoid follicles or granulomas; 4. Occlusive phlebi-
tis; 5. Absence of neoplastic cells.

Despite the majority of patients being euthyroid at
diagnosis, 30-40% develop hypothyroidism due to fibrotic
infiltration. If the disease extends to the parathyroid glands,
hypoparathyroidism may also occur.”?#

RT management focuses on symptom control, and glu-
cocorticoids (GC) are the first-line medical treatment. In
addition to reducing thyroid size and softening consis-
tency, GC may delay disease progression. Prednisolone is
the most used option, with an initial dose between 10 and
100mg/d.>>

Rituximab may be useful in
diseases.®

Surgical debulking to relieve obstruction and also obtain
samples for histological evaluation has been proposed.
However, there is a lack of consensus regarding the best
intervention. Less extensive surgical approaches, such as
isthmectomy, may carry lower risk of iatrogenic hypopa-
rathyroidism and vocal cord palsy.?>

During follow-up of RT, symptoms, thyroid function and
phosphocalcic metabolism should be monitored. One third
of patients may develop other fibrosclerotic disorders.’

The reported case is notable for the extremely rare cli-
nical presentation of RT with acute dyspnoea and urgent
need to restore the airway. Besides, the need of tracheal
prosthesis to achieve symptom control, in addition to the
decompressive surgery and corticosteroid treatment, had
not been previously reported to our knowledge.

Considering the present case, a therapeutic triad with
GC, decompressive surgery and tracheal prosthesis may be
a lifesaving approach to consider in RT presenting with acute
dyspnoea and significantly compromised airway.

In conclusion, RT is a rare condition which may pre-
sent with acute dyspnoea and respiratory failure, instead of
the usually described progressive growth of cervical mass.
Challenges in diagnosis, airway management and symptom
control may arise, particularly when the tracheal lumen is
significantly compromised.

IgG4-related thyroid
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Increased musculature: A warning "
sign of familial partial lipodystrophy

Aumento de la musculatura, un signo de
advertencia de lipodistrofia parcial familiar

A 45-year-old woman was referred by her general
practitioner to the Endocrinology Division due to hypertrigly-
ceridaemia and hair loss. The patient presented a Cushingoid
phenotype, which began in adolescence, with a marked
absence of adipose tissue in the limbs and gluteofemo-
ral region and an accumulation of fat in the face, neck,
axillae, supraclavicular region and upper back. She had a
Herculean appearance despite leading a sedentary life, with
marked musculature in the upper and lower limbs and calf
hypertrophy (Fig. 1A-C). She also presented mild acanthosis
nigricans in the neck and axillae. At that time, the patient
was not diagnosed with diabetes, although she did have high
blood pressure and a lipoma on her back had been remo-
ved. Otherwise, she did not present symptoms suggestive
of cardiac, muscular or neurological involvement, nor did
she have a history of acute pancreatitis. Since menarche,
her menstrual cycles had always been irregular. However,
she did not have hirsutism. Apart from the above, physical
examination did not reveal anything remarkable. The body
composition analysis, evaluated by DXA, showed: total fat
22.1%; upper-limb fat 15.4%; lower-limb fat 11.4%; and trunk
fat 29.5%.

At the age of 50, her blood tests revealed prediabetes
(A1c 6.0%) with a basal blood glucose of 123 mg/dl, triglyce-
rides of 180 mg/dl, ALT: 1191U/L [5-40], AST: 701U/l [5-40],
GGT: 3931U/l [5-36], plasma leptin: <1ng/ml [20-37],
insulinaemia: 28.1 wlU/ml [4.7-14.6], and HOMA-IR: 5.4
[1-3.3]. Abdominal ultrasound ruled out hepatic steato-
sis. Since laminopathies can be associated with cardiac
abnormalities,’ an echocardiogram and Holter monitoring
were performed, which did not show structural heart disease
or heart rhythm disturbances.

Her 72-year-old mother, diagnosed with type 2 diabetes
mellitus at 45, with poor metabolic control (A1c 11.9%),
had a similar phenotype, although muscle hypertrophy was
not so evident (Fig. 1D). She did not have acanthosis
nigricans and at the age of 76 she underwent an infra-
condylar amputation due to peripheral arterial disease.
At present, she is on insulin, metformin, atorvastatin and
aspirin.

Given the patient’s singular phenotype, highly sug-
gestive of familial partial lipodystrophy, the LMNA
gene (NM_170707.3) was sequenced, finding the variant
€.1396A>G (p.Asn466Asp) in heterozygosis. This variant was
also present in her mother. They were therefore diagno-
sed with type 2 familial partial lipodystrophy or Dunnigan
disease (MIM #151660).2

These cases are a paradigmatic example of a rare disease
that had gone unnoticed over the years, despite the fact that
the phenotype had always been very striking. The marked
muscle hypertrophy in the index case, making it possible to
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