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Summary

Sweet's syndrome or acute febrile neutrophilic dermatosis is characterised by the abrupt onset of painful erythematous plaques or nodules,
pyrexia (>38°F) and histopathologic evidence of a dense neutrophilic infiltrate without vasculitis. It has been reported in association with
many diseases, however, its association with Hashimoto's thyroiditis is rare. A 47-year-old Filipino woman with a 30-year history of an
asymptomatic anterior neck mass developed painful, erythematous annular plaques on her arms with associated fever. Skin biopsy confirmed
the diagnosis of Sweet’s syndrome. The anterior neck mass was confirmed to be Hashimota's thyroiditis. This is a rare association with only
two reported cases in the literature. There are no published cases in the Philippines on Sweet’s syndrome and Hashimoto's thyroiditis to

date.

BACKGROUND
The association of Hashimoto’s thyroiditis and Sweet’s
syndrome is rare.
Sweet’s syndrome responded to colchicine treatment and
cutaneous lesions disappeared after total thyroidectomy.
Autoimmune condition like Hashimoto’s thyroiditis
should be ruled out in patients with Sweet’s syndrome who
are negative for cancer and parainflammatory diseases.

CASE PRESENTATION

A 47-year-old Filipino woman presented with a 1-week
history of tender, erythematous plaques on her fore-
arms accompanied by a 4-day history of low-grade fever
(38.5°C). The plaques were annular, well-defined, slightly
oedematous and with a partially mammillated surface.
There was no ulceration, scaling or pruritus (figure 1).

The patient had a 30-year history of a gradually enlarg-
ing anterior neck mass with no associated symptoms.
One year prior to consult at the Section of Dermatology,
Philippine General Hospital, she noted a sudden increase
in the size of the neck mass with accompanying dys-
phagia. She was seen at the institution’s Department of
Otorhinolaryngology where fine needle aspiration biopsy
was performed which showed a follicular tumour. She was
advised thyroidectomy and endocrinology consult.

Medical history revealed pulmonary tuberculosis that
was treated 13 years ago and a previous oophorectomy
done as a complication of an ectopic pregnancy. The
patient denied any recent infections or intake of medica-
tions. Family medical history was non-contributory.

Physical examination was unremarkable aside from
the enlarged, firm, multinodular anterior neck mass that
moved with deglutition (figure 2). There were no clinical
signs of hypo- or hyperthyroidism or other extracutane-
ous manifestations. Impression at this time was Sweet’s
syndrome with follicular thyroid tumour; rule out thyroid
carcinoma.
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INVESTIGATIONS

A skin biopsy showed marked dermal papillary oedema
and a dense infiltrate of neutrophils and neutrophilic
nuclear dusts throughout the upper dermis (figure 3).
Microscopic changes of vasculitis were not evident in the
sections examined.

Laboratory workup done showed elevated erythrocyte
sedimentation rate, and a normal complete blood count
except for the presence of a mild normochromic anaemia.
Electrolytes, urinalysis, renal function tests, ECG and chest
radiograph were all normal. Free thyroxine (3.9 pmol/l NV
11-24 pmol/l) was decreased and thyroid stimulating hor-
mone (9.5 mIU/IN.V. 0.3-3.8 mIU/l) was increased indicat-
ing primary hypothyroidism.

CT of the chest was normal except for the finding of
a non-specific pulmonary fibrosis which was most prob-
ably secondary to the previous tuberculous infection.
Carcinoembryonic antigen level was normal. Transvaginal
ultrasound showed a normal uterus, a normal right ovary
and a surgically absent left ovary.

TREATMENT

The patient was treated with colchicine 0.5 mcg/tab three
times a day. Response to therapy was excellent, with reso-
lution of the painful plaques within a week of treatment
(figure 4). Levothyroxine 25 pg once daily was given to
control the patient’s hypothyroidism. There were recur-
rences of the tender plaques occurring on her face, neck,
upper back and arms (figure 5). Each episode would resolve
rapidly after treatment with colchicine. Repeat skin biopsy
showed findings consistent with Sweet’s syndrome.

Total thyroidectomy was performed. Final pathologic
diagnosis of the thyroid mass showed Hashimoto’s thy-
roiditis. The discrepancy between the patient’s cytology
results and final histopathology is most probably due to
inadequate sampling during the fine needle aspiration

biopsy:.
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Figure 1 Tender, annular erythematous plaques on ventral
forearm.

OUTCOME AND FOLLOW-UP

There was no recurrence of skin lesions after total thyroid-
ectomy. The patient is currently maintained on levothy-
roxine 150 pg once daily.

DISCUSSION

Sweet’s syndrome is characterised by the abrupt onset
of tender, erythematous plaques on the face, neck, upper
trunk and extremities with associated fever (>38°F) and
malaise. Typical inflammatory papules tend to coalesce
into irregular plaques, usually forming an annular pat-
tern.! It was first described by Dr Robert Sweet in 1964.
Although initially considered a rare entity, more than 500
cases have been documented in the literature.?

Histologically, it is characterised by a moderate to
marked neutrophilic infiltrate in the upper and lower der-
mis and marked papillary dermal oedema.? There may be
leukocytoclasia but vasculitis is not usually seen.

Classic Sweet’s syndrome usually occurs in middle aged
women after a non-specific infection of the respiratory or
gastrointestinal tract. The dermatosis may also be associ-
ated with parainflammatory processes such as infections,
autoimmune disorders and vaccination. Pregnancy, and
intake of certain drugs most commonly occurring with
administration of granulocyte-colony stimulating factor are
also included.* As a cutaneous paraneoplastic syndrome, it
has been associated with haematologic malignancies, most
commonly acute myelogenous leukaemia and to a lesser
extent solid tumours.®
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Figure 2 Firm, multinodular anterior neck mass.

The exact pathogenesis of Sweet’s syndrome remains
to be definitely determined. It has been suggested that
it results from a hypersensitivity reaction to a bacterial,
viral or tumour antigen. Cytokines, either directly or indi-
rectly, may also have an aetiologic role in the development
of Sweet’s syndrome.* Further evidence for the role of
cytokines comes from the association of Sweet’s syndrome
occurring in patients with thyroid disease.

On the other hand, Hashimoto’s thyroiditis is a chronic
inflammatory autoimmune disease of the thyroid gland.
It is sometimes used to refer to goitrous thyroiditis but
may be considered in a broad sense, a synonym of chronic
thyroiditis or autoimmune thyroiditis, including atrophic
and non-goitrous thyroiditis.® Clinically, it may present
as a continuum. In the early stages, patients are euthyroid
with absence of goitre or presence of a very small goitre
with the only evidence of autoimmune thyroiditis as a
positive reaction for antithyroid antibodies. As the disease
progresses, patients commonly develop a firm, diffuse goi-
tre of small to moderate size. Thyroid function test vary
from euthyroidism to thyrotoxicosis. The more advanced
disease present as large, firm goitre or the classical goi-
trous Hashimoto’s disease. It may then eventually lead to
atrophy due to cytotoxic autoimmune reaction. The first
variety of chronic thyroiditis, struma lymphomatosa was
described by Hakaru Hashimoto in 1912.

Hashimoto’s thyroiditis is characterised clinically by
hypothyroidism and diffuse goitre. Patients may also
present with an enlarged, rubbery, non-tender and nodu-
lar thyroid gland.” Histologically, follicular structure is
replaced by lymphocytic and plasma cell infiltrates with
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Figure 3  Skin biopsy showing prominent oedema and a dense neutrophilic infiltrate.

Figure 4 Resolution of plaques after colchicine treatment.

the formation of lymphoid germinal clusters. Thyroid fol-
licles may remain isolated or in small clusters; are small or
atrophic and are empty or contain sparse colloid. In our
case, initial histologic diagnosis was a follicular tumour.
Upon histopathology review after thyroid surgery, few
atypical thyrocytes were seen in clusters. Final histopa-
thology of the excised thyroid gland showed Hashimoto’s
thyroiditis in all lobes.
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In the US, around 1.5 million adults and 200 000 children
are afflicted with this condition,® approximately 1 in 182
or 0.55%. It is five times more common in women than
men and in patients with chromosomal abnormalities such
as trisomy 21 and Turner’s syndrome.” The association of
Sweet’s syndrome with Hasimoto’s thyroiditis is uncom-
mon. Only two cases are reported in the literature. In 1993,
the first case of Sweet’s syndrome associated with aortitis
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Figure 5 Recurrence on the face and upper back prior to
thyroidectomy.

and Hashimoto’s thyroiditis in a 39-year-old woman was
reported by Nakayama.” Medeiros reported a second case
of Sweet’s syndrome and Hashimoto’s thyroiditis in a
65-year-old female in September 2008.1° Our patient is the
third reported case of such an association.

The possible link between Sweet’s syndrome and thy-
roid disease is supported by the proposed role of immune-
mediated T cytokine expression in both diseases. Magri!?
reported the case of a 50-year-old female who had a
relapse of Sweet’s syndrome associated with changes in
thyroid autoimmunity. She was documented with antithy-
roid peroxidase (TPO) and antithyroglobulin positivity and
a free T4 within the low normal range during the relapse.
The authors stated that the cytokine cascade in Sweet’s
syndrome can stimulate human leukocyte antigen class
II expression on immune thyroid epithelial cells and may
have a cytotoxic effect on thyroid cells. Kalmus reported a
63-year-old woman who developed Sweet’s syndrome 1
week after the onset of subacute thyroiditis.!?

Thorough assessment of patients with new-onset
Sweet’s syndrome is imperative, and majority of authors
recommend that initial assessment include a complete his-
tory and physical examination, complete blood cell count,
serum chemical studies, urinalysis and chest roentgenog-
raphy.* 13 In addition to this, it is suggested that serologi-
cal evaluation of thyroid function should be done in the
evaluation of patients because of the increasing evidence
of an association between Sweet’s syndrome and thyroid
diseases.
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Systemic corticosteroids are the therapeutic gold stand-
ard for Sweet’s syndrome, but colchicine and potassium
iodide are also considered as first-line therapeutic alterna-
tives.* Other treatment options include dapsone, clofaz-
imine, indomethacin and cyclosporine. In our patient,
colchicine was given as first line of treatment rather than
systemic corticosteroids in order to decrease the risk of
perioperative complications prior to the scheduled for thy-
roidectomy. The response to colchicine was rapid in both
primary and recurrent lesions with resolution after a few
days of treatment.

Patients with Hashimoto’s thyroiditis and euthyroidism
develop hypothyroidism at a rate of approximately 5%
per year.” Euthyroid patients treated with levothyroxine
(1.0 to 2.0 pg/kg/day) showed decrease in anti-TPO anti-
bodies and thyroid B lymphocytes. This suggests that pro-
phylactic levothyroxine therapy might be useful to stop
the progression of disease.!! However, long term data
about the benefit of this treatment is still lacking. When
hypothyroidism develops, levothyroxine replacement
should be given. Painful subacute exacerbation of goitrous
Hashimoto’s thyroiditis may be treated with corticoster-
oid therapy and recurrent episodes of which would benefit
from surgical removal of the thyroid gland or administra-
tion of I'®! therapy.

» Sweet’s syndrome or acute febrile neutrophilic
dermatosis is characterised by the abrupt onset of
painful erythematous plaques or nodules, pyrexia
(>38°F) and histopathologic evidence of a dense
neutrophilic infiltrate without vasculitis.

» It is associated with malignancy, parainflammatory
disorders and autoimmune processes.

» It may be associated with Hasimoto’s thyroiditis
though, rarely.
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