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Sweet's Syndrome: Clinicopathological Study of 16 Cases
Awad Al -Tarawneh, MD*

Background: Sweet's syndrome is a subject of interest regarding its
pathogenesis, clinical and pathological presentations because it is a
dermatological condition with systemic manifestations and malignant
associations.

Objective: Our aim is to study and analyze the clinical, pathological
presentations and associations of Sweet's syndrome in a group of our
patients.

Methods: Sixteen patients who have been diagnosed as Sweet's syndrome for
the last 5 years were studied and analyzed.

Results: The majority of our patients (14 out of 16) were females. Four out of
the 16 patients had hematological malignancies.

Conclusion: Sweet's syndrome should be kept in mind in any patient with
acute illness and tender acral skin lesions and these patients should be
investigated and followed up to rule out associated malignancy.
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Sweet's syndrome was initially described in 1964 as an acute febrile neutrophilic
dermatosis by Robert Douglas Sweet'. It is characterized by fever, neutrophilia,
multiple raised asymmetric, erythematous painful cutaneous plaques, a dense
dermal neutrophilic inflammatory cell infiltrate, and a rapid response to steroid
therapy. It usually occurs in middle aged women and often is preceded by an
upper respiratory tract infection but rarely, it can occur in men and children®™.
Additional associated features include arthritis and arthralgia, conjunctivits and
episcleritis, proteinuria .and rarely oral ulceration™® .The skin lesions are usually
expulsive tender with acral location (extremities and head neck) and if untreated
heal within one to three months without scarring, but residual post-inflammatory
hyperpigmentation may remain®’. Malignancy has been reported in 15% of
patients with Sweet's syndrome”.

METHODS

All patients diagnosed as Sweet's syndrome at King Hussein Medical Center
through our dermatology clinic for the last 5 years, were included in this study. A
total number of 16 patients were included; 14 females and 2 males with age range
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from 20 to 75 years. In all patients, the clinical diagnosis was proved by a skin
biopsy using the wedge incisional method. The medical files and skin biopsy
slides for all patients were retrieved, reviewed and analysed. Hemotoxilyn and
Eosin stain was used as a routine stain for skin biopsy sections and Gram and PAS
stains were used as special stains to rule out the possibility of infections.

RESULTS

The vast majority of patients in our study were females, 14 female patients with
age range from 20 to 75 years old and 2 male patients with ages of 30 and 55
years. In four patients out of the sixteen in this study, there was an associated
hematological malignancy, three of them had acute myelogenous leukemia and
one has had non-Hodgkin's lymphoma. Another patient had diabetes mellitus and
three patients had non-specific upper respiratory tract infection. Fever was absent
in one patient and leukocytosis was absent in two patients. Neutrophils were
present histologically in the dermal inflammatory cell infiltrate of all patients and
predominated in the dermal infiltrate of 14 patients. While in the other two
patients mononuclear lymphoid cells were predominant. Gram stain and PAS stain
were negative for bacterial and fungal infections in all cases. Fifteen patients

responded very well to systemic steroids and one patient responded well too to
Dapsone. Table 1 shows the results.

Table 1. Clinicopathological results

Case Sex Age Site Associated ~ Dermal Leuko- Fever
(years) disease infiltrate cytosis

1 Female 48 Forearms AML+  Neutrophils* Present Present

Face Lymphocytes
Histiocytes
Eosinophils
2 Female 60  Legs URTI++ Neutrophils*  Present Present
Wrists Lymphocytes
Eosinophils
3 Female 50 Palms AML + Neutrophils*  Present Present
4 Female 67 Dorsum of DM +++ Neutrophils* Absent  Present
Hands
5 Female 53 Dorsum of  --- Neutrophils*  Present  Absent
Hands
6 Female 45 Dorsum of  --- Neutrophils*  Absent  Present
Hands
7 Female 52  Hands - Lymphocytes* Present Present
Histiocytes*
Neutrophils
8 Female 61 Hands --- Neutrophils* Present Present
Legs Eosinophils*
Feet
9 Male 30  Hands -—- Neutrophils* Present Present
Feet

10 Female 75 Palms URTI++ Neutrophils* Present Present



11 Female 38 Forearms  --- Lympocytes* Present Present

Histiocytes*
Neutrophils
12 Female 37 Hand Non Neutrophils* Present Present
Hodgkin's
lymphoma
13 Female 35 Face - Neutrophils* Present Present
14 Male 55 Hands  URTI++ Neutrophils*  Present Present
15 Female 56  Palms - Neutrophils*  Present Present
16 Female 20 Forearms AML + Neutrophils*  Present Present
legs
AML+ = acute myelogenous leukemia.

URTI+ + = Non spespecific upper respiratory tract infection.
DM+++ = Diabetes mellitus.
* = Predominant cell in the dermal infiltrate.

DISCUSSION

Sweet's syndrome is considered to belong to the complex group of neutrophilic
dermatosis and it is a well-defined entity clinically and histologically®. Sweet's
syndrome may be associated with a number of systemic diseases and has been
divided into four broad subgroups, which are as follows: Idiopathic (classic);
parainflammatory including infection and autoimmune diseases; paraneoplastic
including hematological malignancies and solid tumors and those associated with
pregnancy’.

Classical Sweet's syndrome is more common in middle-aged women after a non-
specific infection of the respiratory or gastrointestinal tracts'’. Typically the skin
lesions in Sweet's syndrome are multiple, sometimes single, irregular well-defined
dull red or plum-coloured, painful, tender nodules and plaques'®''. Most patients
complain of pain or burning sensation, but no itching'®"". The typical sites for skin
lesions are, extremities, face, neck and upper trunk’'2. Mucous membranes may
be affected™'?. Extracutaneous manifestations involving the lung, liver and
kidneys have also been described”'*'*. Histologically, Sweet's syndrome is
typically characterized by upper and middermal predominantly neutrophilic
inflammatory cell infiltrate containing mononuclear cells and eosinophils with
endothelial swelling. Sometimes there is leukocytoclasia and extravasation of red
blood cells, but usually there is no vasculitis'. Other histological features include
epidermal hyperplasia and upper dermal edema®. Sometimes in the late stage
mononuclear cells including lymphocytes and histiocytes may predominate, but
some of these mononuclear cells could be an immature mononuclear neutrophils
(promyelocytes)®'*. In all our patients neutrophils were present in the dermal
infiltrate and predominated in 14 patients while only two patients showed
predominance of mononuclear cells in the dermal infiltrate.

The diagnosis criteria proposed in 1986 have generally been accepted'®. For the
diagnosis of Sweet's syndrome, two major criteria consisting of typical skin
lesions and a neutrophilic dermal infiltrate without vasculitis have to be present. In
addition to that 2 of 4 minor criteria should be present: (1) preceding non-specific



respiratory or gastrointestinal infection, vaccination, hematoproliferative disease,
chronic infection or autoimmune disease; (2) fever and malaise; (3) raised
erythrocyte sedimentation rate, C-reactive protein, leukocytosis or neutrophilia;
(4) response to systemic steroids. All patients in this study met the criteria required
for a definitive diagnosis. Cases without fever or neutrophilic leukocytosis have
been reported”’lg. In one of our patient fever was absent and two others did not
have neutrophilic leukocytosis.

The pathogenesis of Sweet's syndrome is still unclear, but recently it has been
suggested that interlukin-1 (IL-1) might play a key role in Sweet's syndrome'’. IL-
1 possesses endogenous pyrogen activity, is chemotactic for neutrophils, induces a
neutrophil leukocytosis and stimulates synthesis of prostaglandin-E2%°. IL-1 could,
therefore account for many of the features of Sweet's syndrome”'.

The differential diagnosis of Sweet's syndrome includes; erythema multiforme,
erythema nodosum, erythema elvatum diutinum, pyoderma gangenosum23 ,
neutrophilic eccrine hidradenitis, and Behcet's disease™'>**°.

As mentioned earlier different associations have been reported in patients with
Sweet's syndrome, including malignancies, the majority of which are
hematological in approximately 15% of cases, and the most common
hematological malignancy is AML (acute myelogenous leukemia)****’. Three of
our patients in this study had AML. In the majority of Sweet's syndrome patients,
the diagnosis is made concurrently with or before the diagnosis of the
hematological disorder’. In two of our patients Sweet's syndrome was diagnosed
concurrently with AML and in one patient it was diagnosed before the diagnosis of
Non- Hodgkin's lymphoma.

Drug-induced Sweet's syndrome is not common. Different drugs have been
reported to cause drug-induced Sweet's syndrome, these include: all trans-retinoic
acid, granulocyte colony-stimulating factor (G-CSF) hydralazine, nitrofurantion,
minocycline, oral contraceptives, lithium, trimethoprin-sulfonamide and
celecoxib™ ™.

The treatment of choice for Sweet's syndrome is systemic steroids, which produce
rapid resolution in the majority of cases'. Dapsone, colchicine, Indomethacin,
clofazimine, potassium iodide and cyclosporine have also been reported to be
effective in the management of Sweet's syndromel’21’35’36. In one of our patients
Dapsone was used effectively.

CONCLUSION

Sweet's syndrome should be kept in mind in any patient with acute illness
and tender acral skin lesions and these patients should be investigated and
followed up to rule out associated malignancy.
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