SWEET-LIKE SYNDROME IN A PATIENT WITH ACUTE

MYELOID LEUKAEMIA
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ABSTRACT

A 45-year-old Malay lady developed brisk vesicular, plague-like reaction to a Mantoux test concomitant with a diagnosis of acute
myeloid leukaemia (AML). The lesion resolved one month after chemotherapy. Similar lesions developed later after she was bitten
by mosquitoes on the forearms. She also had the lesions over her cheek. A skin biopsy showed infiliration of the dermis with
neutrophils and some monocytoid cells. The lesion resolved one week after prednisolone therapy.
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INTRODUCTION

Robert Douglas Sweet first described Sweet syndrome (SS) in
1964 which consists of 4 cardinal features: fever; neutrophil
polymorphonuclear leucocytosis in the blood; raised, painful
plaques on the limbs, face and neck; and dense dermal infiltrate
with mature neutrophils seen histologically. As upper respiratory
tract infection is the most common preceding illness, leukaemias
and other malignancies are associated with SS. Lesions of SS
may follow the leukaemia, may be manifestation of a leukaemic
recurrence, or may herald in the onset of leukaemia in a patient
not previously known to have this disease®. Acute myeloid
leukaemia is the most common neoplasm associated with Sweet
syndrome®. Up to 1993® there were 38 reported cases of SS
associated with acute myeloid leukaemia, We report yet another
case in which a patient developed SS coincident with the
diagnosis of AML and recurrence of the lesions one month later.
An interesting observation is that the lesions resembled a
Malaysian delicacy ‘kuih cucur’ (Fig 1) which is a cake made of
glutinous flour and sugar.

CASE REPORT

A 45-year-old Malay lady was hospitalised in January 1995 with
low grade intermittent fever, loss of appetite and non-productive
cough with occasional haemoptysis of three weeks’ duration.
The patient’s temperature was 37.3°C; she was pale and there
was gum hypertrophy. She had a concomitant right divergent
squint, There was hepatomegaly with a liver span of 14cm. The
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Fig 1 - The "Kuih Cucur"

Traub’s space was dull. The rest of the physical examination
was normal. Full blood count revealed a haemoglobin of 8.4g/
L, total white count of 8§0.3 x 10%/L (80% blasts) and a platelet
count of 50 x 10°. Her erythrocyte sedimentation rate (ESR) was
145mm/hr. Bone marrow aspirate morphology, cytochemistry
and immunophenotyping results were consistent with AML (FAB
M4). Septic workup including a Mantoux test was done on
admission. The Mantoux reaction was 18mm and was reported
as ‘strongly positive’ with a warm indurated, erythematous
plaque surrounded by vesicles. She was started on chemotherapy
consisting of intravenous epirubicin 80mg for four days and
intravenous cytosine arabinoside 75mg twelve hourly for one
week. Cultures from the blood and sputum were negative for
bacteria and fungus. Widal Weil Felix test, blood film for malaria
parasite and sputum for acid fast bacilli were also negative.
However, her urine grew Klebsiella species. The ‘Mantoux
reaction’ increased in size to 6cm in diameter within six days. It
was exquisitely tender, there was surrounding erythema. The left
forearm was warm, tender and inflamed. The patient received
about three weeks of antibiotics including cloxacillin, ceftazidine,
piperacillin, netromycin and tienam. She also received a course
of anti-fungal treatment with fluconazole 100mg daily for 2
weeks. Her temperature settled two weeks after initiation of
chemotherapy. During the week that she has received
chemotherapy, there was marked improvement of the skin lesion,
and by one month after diagnosis and treatment of AML, there



was a complete resolution of the skin lesion. Review of her
peripheral blood film showed that she was not in remission with
persistence of blasts cells. She was scheduled for another course
of chemotherapy the following month.

Three days before her second admission, she was bitten by
mosquitoes on two sites over the right forearm (Fig 2). She
developed severe ‘reaction’ to the mosquito bites with tender
swelling and induration surrounded by erythematous raised
papular edges. Her husband commented that the lesions
resembled ‘kuih cucur’.

Fig 2a - Lesions over the forearm (before prednisolone)

Fig 2b - One day after prednisolone

She was also noted to have similar but smaller lesions over
the left cheek (Fig 3) and the left side of her neck. She developed
low grade fever in the ward which settled after two days. She
did not have upper respiratory tract or chest symptoms. She had
myalgia, and while in the ward, developed bilateral wrist arthritis.

Cultures from blood, urine and throat were negative. Chest
radiograph was normal. Her ESR was 120mm/hr. Biopsy of the
new lesion showed dense dermal neutrophil infiltrates (Fig 4).
Some monocytoid cells were also noted.

Urine for albumin was negative. Screening for collagen
disease ie LE cells, theumatoid factor, anti-nuclear factor were
negative. The values of C, and C, were normal. She remained
afebrile and another course of epirubicin and cytosar was
initiated. Meanwhile, she was started on prednisolone 40 mg
daily twelve days later and there was improvement of the lesions
which resolved within one week. However, she did not respond
to the second course of chemotherapy.
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Fig 3a - Lesions over the cheek (before prednisolone)

Fig 4 - Histology of the skin lesion showing dense dermal
neutrophil infiltrates and some monocytoid cells

DISCUSSION

Sweet syndrome is an eponym for an acute neutrophilic
leukocytosis. As the name implies, the syndrome consists of
abrupt onset of red, tender cutaneous plaques on the face,
extremities and upper trunk, accompanied by fever, malaise and
neutrophilic leukocytosis. The plaque shows dense, dermal
infiltrates of neutrophils histologically and the syndrome
responds dramatically to steroids®. Cooper et al® compared the
SS in patients having leukaemia and pre-leukaemia with those
who are healthy. They found that there is no consistent difference



between both groups with regards to cutaneous symptoms, signs,
histologic findings and response to therapy. Matta et al® was
the first to describe SS in 2 patients who later developed acute
leukaemia. Subsequently, other workers have reported the
association of SS with myeloproliferative disorders.

The most common associations are with acute monocytic
and acute myelomonocytic leukaemia®. In 19787, Raimer et al
stated that SS may be a non-specific reaction to the underlying
AML. The exact aetiology of SS is unknown, however, indirect
evidence to support hypersensitivity-immunologic basis are
preceding upper respiratory tract infection, arthropathy,
nephropathy and curative response of steroid treatment. It has
also been described with other autoimmune disorders such as
interstitial inflammatory diseases and subacute thyroiditis®.
Intradermal injections of bacterial antigens ((Streprococcus
viridans)® and fungal antigens (Candida albicans)'” have
reproduced similar lesions suggesting a limited Arthus’ reaction.
Our patient’s lesions were both preceded by an antigen ie the
first episode was by intradermal Mantoux. The brisk reaction
followed by development of tender vesicles in retrospect was
actually the Sweet-like syndrome induced by the antigen. These
cutaneous lesions coincided with the diagnosis of acute myeloid
leukaemia M4 as confirmed by bone marrow biopsy and
immunophenotyping studies. Cellulitis is sometimes the first
clinical impression in patients presenting with SS@.

As the diagnosis of Sweet/SLS syndrome was not made at
that time, she was not started on steroids, However, when the
lesions recurred a month later, after she was bitten by mosquitoes,
SS/SLS was suspected. This was confirmed by a skin biopsy
which showed typical dense dermal infiltrate. As there were some
monocytoid cells seen in the dermis, we decided to call the
syndrome ‘sweet-like’. There was dramatic response to
prednisolone despite delay in treatment (12 days). A review of
15 patients with leukaemia associated SS (Cooper et al)® showed
that considerable improvement occurred 24 to 48 hours after
steroid therapy with reduction or disappearance of malaise, pain
and tenderness and a drop in temperature. Complete resolution
of skin lesion was typically achieved within one to four weeks.

Our patient was not in remission despite 2 courses of
chemotherapy. Two of Cooper’s®™ patients with AML died at 3
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weeks and 3 months after diagnosis respectively; one patient
described by Klock et al™ relapsed after 10 months and died a
month later. Another patient treated by Gyrd et al"? as SS earlier
on died of subdural haemorrhage when a diagnosis of AML was
made. Does this mean that AML with SS or SLS is associated
with a poorer prognosis? SS or SLS should be regarded as a
cutaneous marker of a haematological malignancy. It is
recommended that a full workup for haematological malignancy
be done for all patients with SS or SLS.
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