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Eight-year old male patient with painful swelling
and eruptions in the legs
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Case

An eight-year old boy who was healthy previously had a history of use of trimethoprime-sulphametoxsazole (TPM-SMX) be-
cause of diarrhea ten days before presentation. He was hospitalized because painful swelling occured in the legs under this
treatment, he had fever and joint pain for the last five days. In his personal history, there was no pathology except for frequent
aphtous ulcers in the mouth and it was learned that he had no familial history of any hereditary or rheumatic disease.

Physical examination findings were as follows: body weight: 27 kg (50-75p), height: 125 cm (25-50p), arterial blood pressure:
100/60 mmHg, one painful apthous ulcer in the buccal mucosa, abdominal tenderness, painful erythematous nodules on the
extensor surfaces of the lower extremities and arthritis in the left ankle (Figure 1). Pustular lesions were observed on the skin
areas where blood samples were taken.

Laboratory tests revealed leukocytosis (WBC:24 000/mm?®) and mild anemia (hemoglobin: 11.5 g/dL) in complete blood count,
platelet count was normal (370 000/mm?). Neutrophil predominance (89.7%) was found on peripheral blood smear, but no
atypical cell was observed. Acute phase reactants were markedly high (C-reactive protein: 10.9 mg/dL (0-0.8), erythrocyte
sedimentation rate: 48 mm/h, fibrinogen: 908 mg/dL). Blood biochemistry and complete urinalysis were found to be normal.
Throat culture revealed normal flora. Stool microscopic examination performed for acute gastroenteritis was found to be nor-
mal, rotavirus antigene was found to be negative and no pathogenic microorganism grew in stool culture. The tests directed
to the possible underlying causes performed in the patient whose skin lesions were evaluated as erythema nodosum, who had
a previous history of diarrhea, prolonged fever and arthritis findings were as follows: salmonella and brucella serology (-), viral
tests: HBs Ag (-), antiHBs (+), cytomegalovirus (CMV) IgM (+), CMV IgG (+), CMV PCR (-), high positive CMV avidity, normal
serum immunoglubulins and complements levels, p-ANCA (-), HLABS5 (-), antinuclear antibody (-), antidsDNA (-) and rheuma-
toid factor (-). Purified Protein Derivative-PPD test (-), ophtalmological examination, whole abdominal ultrasonography and
echocardiography were found to be normal.

In the follow-up, it was observed that the patient’s fever did not drop below 38.5°C, arthritis findings developed in the left el-
bow and the lesions extended towards the upper extremities (Figure 2). At this stage, skin biopsy was performed.
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Figure 1. Bilateral ankle arthritis and erythematous nodules in
the lower extremity

Diagnosis : Sweet syndrome

Skin biopsy revealed lymphobhistiocytic infiltration accom-
panied by polymorphonuclear leukocytes in the perivascular
area in the dermis (Figure 3). Repeated peripheral blood smear
was found to be normal in the patient who was diagnosed
with Sweet syndrome. Bone marrow examination could not
be done, since the family did not give consent. 0.05 mg/kg/
day colchicine was started primarily, but it was observed that
no response was obtained in the follow-up. Therefore, 2 mg/
kg/day oral prednisolone was started and it was observed
that fever subsided completely after the second day of treat-
ment and the leisons regressed. The patient whose clinical
findings rapidly improved and acute phase reactants became
normal was discharged. In the outpatient follow-up, the dose
of prednisolone was tapered gradually and prednisolone was
discontinued at the end of the 8th week. At the end of the
first year, it was observed that the patient had normal clinical
and laboratory fidnings.

Discussion

Sweet sydrome is an acute febrile neutrophilic dermato-
sis described by Robert Douglas Sweet (1) in 1964 for the
first time. This syndrome is characterized with fever, neu-
trophilia and inflammatory skin lesions and is observed
rarely in children (2-4). Only 5-8% of the cases occur in the
childhood (3, 5, 6). Although it is mostly idiopathic, infec-
tions (especially acute gastroenteritis and upper respira-
tory tract infections), vaccines, drugs, immune deficiency
syndromes, connective tissue diseases including systemic
lupus erythematosus and dermatomyositis and neoplastic
diseases (most commonly acute myelocytic leukemia in the
childhood) are involved in the etiology (6-11). Although the
pathogenesis is not known exactly, it has been proposed
that triggering factors (bacteriae, viruses, tumor antigens
or drugs) increase the release of proinflammatory cytokine
release in target organs by leading to hypersensitivity and
thus cause to neutrophilic and histiocytic infiltration (2, 8).
Intensive infiltration with mature neutrophils is observed in
the middle and upper dermis on histopathological examina-
tion of the skin lesion (12, 13).

Figure 2. Arthritis in the left elbow and erythematous nodules
in the upper extremity

Figure 3. Perivascular lymphohistiocytic infiltration below the
stratified squamous epithelium (HE x100)

The rash of the syndrome is specific and pathognomonic
for the disease. As observed in our patient, the lesions have
an acute onset and are in the form of painful, sharply cir-
cumscribed erythematous plaques or nodules. They show
an asymmetrical distribution. There may be a single lesion
or multiple lesions and they may have different shapes and
sizes. Malignancy should be considered primarily especially
in patients with typical lesions including bulleous lesions (14).

It is known that acute gastroenteritis and drugs can trigger
Sweet syndrome. It was known that our patient had a history
of gastroenteritis which started 10 days before presentation to
our hospital and use of TMP-SMX for gastroenteritis. In the
literature, Sweet syndrome related with use of TMP-SMX has
been reported in children (15). Therefore, we think that both
states might have triggered the clinical picture in our patient.

CMV IgM and IgG were positive in our patient. Thereupon,
CMV avidity was found to be highly positive and CMV PCR
was found to be (-). Thus, it was thought that the patient had
no active CMV infection, but a recent CMV infection. In the
literature, there are publications which show the relation of
Sweet syndrome with CMV infection (16). Therefore, it was
concluded that CMV infection might be another triggering
factor in our patient.
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It is known that patients may have a sterile neutrophilic in-
flammatory process in all other organs in addition to neu-
trophilic infiltration in the skin. Therefore, a sterile arthritis
picture may be observed in all patients with Sweet syndrome
as observed in our patient (2, 17). Mucosal involvement is a
finding which is not observed rarely. Generally, aphtous le-
sions are found in the upper respiratory tract and gastroin-
testinal tract as observed in our patient (2, 18). Skin findings
of Sweet syndrome should be differentiated from the other
neutrophilic dermatoses (erythema multiforme, erythema
nodosum, pyoderma gangrenozum, leukocytoclastic vascu-
litis and infections) (8, 19). Hence, skin lesions were evalu-
ated as erythema nodosum at the first presentation in our
patient. Our patient additionally had a history of recurrent
oral apthous lesions. At the time of presentation, one painful
apthous ulcer was observed on the buccal mucosa. Behget’s
disease was considered in the patient who also had arthri-
tis and a positive pathergy test. However, uveitis and genital
apthous lesions which are important criteria for Behget’s dis-
ease was absent in our patient and HLAB5 was found to be (-).
It is known that pathergy test may also be positive in Sweet
sydrome (5). The skin biopsy of our patient made the diagno-
sis of Sweet syndrome. However, it has been reported in the
literature that Behcet’s disease may be one of the underlying
causes of Sweet syndrome (20). Therefore, it was concluded
that this patient should be also followed up in terms of Be-
hcet’s disease in the long-term, though infectious causes and
drug usage were thought to be triggering factors.

In the diagnosis of the disease, two significant criteria includ-
ing typical skin lesions and biopsy finding and at least two of
the criteria including fever and presence of triggering factors
(infection, malignancy, inflammatory disease), abnormal lab-
oratory findings (increased acute phase reactants, leukocyto-
sis and neutrophilia) and rapid response to steroid treatment
should be present (12). Our patient had all these criteria. The
prominent finding on histopathological examination of the
skin lesions is intensive neutrophil infiltration in the up-
per-middle dermis (1, 21). A predominantly histiocyte-rich
infiltration was observed together with neutrophils on skin
biopsy of our patient. In the recent literature, histiocyte-rich
form of the disease has been reported with a gradually in-
creasing rate and thus it is thought that this is a developmen-
tal stage of the disease rather than being a different type (22).

The first line treatment is corticosteroids. The recommended
therapeutic dose is 1 mg/kd/day for 10 days (23). It is known
that exacerbations occur more commonly when the steroid
dose is reduced rapidly especially in children (8). Therefore,
slow tapering of the steroid dose is recommended. Since it
is known that Sweet syndrome may be more resistant to ste-
roid treatment in children compared to adults, it has been
reported that treatment may be continued up to 5 months
(23). It has been reported that use of colchicine or potassium
iodide alone or in combination with steroids may give satis-
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factory results (24). It was planned to perform bone marrow
examination to exclude the possibility of an underlying ma-
lignancy in our patient after the diagnosis of Sweet syndrome
was made. However, the family did not give consent for this
investigation. Cervical, thoracal and abdominal computa-
rized tomography examinations performed to exclude other
solid organ malignancies were found to be normal. Colchic-
ine was given to the patient as the first-line therapy instead
of steroids. When it was observed that the patient’s clinical
picture did not improve at all, oral prednisolone treatment
was administered and a marked response was obtained from
the second day.

Sweet syndrome may recur once or more times in 30% of
the patients (8). It is known that recurrences mostly occur in
patients with Sweet syndrome related with malignancies (25).
However, no development of exacerbation or malignancy was
found during the one-year follow-up period in our patient.

Conclusively, this case is remindful in terms of the require-
ment of considering Sweet syndrome in the differential diag-
nosis in patients with prolonged fever and skin rash. It should
be kept in mind that painful apthous lesions and arthritis
may be found related with neutrophilic inflammatory pro-
cess which can also involve other organs in addition to fever,
leukocytosis, neutrophilia and prominent skin lesions which
are typical in Sweet syndrome. Our case is interesting and di-
dactic because it indicates the possibility that many etiologi-
cal factors including CMV infection, acute gastroenteritis and
use of TMP-SMX may be involved in development of Sweet
syndrome. In addition, this patient was presented to empha-
zise the importance of long-term follow-up in terms of de-
velopment of recurrence, malignancy and Behget’s disease in
Sweet syndrome which is observed rarely in the childhood.
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