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Multiple Disseminated Pink Papules in Patient with Myelodysplastic Syndrome: A Quiz
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A 57-year-old Caucasian woman with a 1-year history of
swollen and painful wrists and metacarpophalangeal joints
of the hands presented with generalized papular eruption
and “malar-rash” on the cheeks.

The skin eruption began as erythematous lesions distribu-
ted on the cheeks with the exception of the nasolabial folds.
The rash was preceded by pain in the knee and wrist joints,
with a restriction of mobility. The symmetrically distribu-
ted, symptomless, pink, small, singular papules progressed
to involve the head, upper and lower limbs. On the trunk
the lesions coalesced into brownish plaques (Fig. 1). The
patient also presented with skin erythema on the head and
confluent white patches and erosions on the hard palate.
The patient additionally experienced iridocyclitis during
the course of the disease. A complete blood cell count with

differential showed macrocytic anaecmia with high rate of
reticulocytosis, thrombocytopaenia and IgM monoclonal
gammopathy. The haematological abnormalities progres-
sed slowly over one year, and the subsequent biopsy of the
bone marrow confirmed the diagnosis of myelodysplastic
syndrome (MDS).

Patient’s medical history was positive for a non-toxic
goitre, ischaemic heart disease and myocardial infarction.

A punch biopsy was taken with subsequent histological
examination. The histopathological picture revealed granu-
lomatous infiltrate composed mainly of lymphocytes with
mixed epithelial cells and single multinucleated giant cells,
degeneration of collagen and the presence of macrophages
CD68* (Fig. 2).

What is your diagnosis? See next page for answer.

Fig. 1. Diffuse and symmetrically distributed erythematous papules and plaques on (A, B) the
trunk and upper limbs, (C) the lower extremities.
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Fig. 2. Granulomatous infiltrate with mixed epithelial cells and
single multinucleated giant cells (black arrow), degeneration of
collagen (haematoxylin and eosin stain x40 magnification).
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Multiple Disseminated Pink Papules in Patient
with Myelodysplastic Syndrome: A Commentary
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Diagnosis: Generalized interstitial granulomatous
dermatitis as a first sign of myelodysplastic syndrome

Generalized interstitial granulomatous dermatitis (IGD)
is a rarely reported entity in medical literature (only a few
cases have been published), which was first recognized by
Ackerman et al. in 1993 (1). IGD is described as one of the
several granulomatous inflammatory skin reactions with
similar clinical and histological features, such as palisaded
neutrophilic granulomatous dermatitis and interstitial granu-
lomatous drug reaction (2). The exact pathogenesis of IGD
is unknown, but it is frequently associated with autoimmune
diseases such as rheumatoid arthritis, Sjogren’s syndrome
and systemic lupus erythematosus. IGD is also described in
association with drug reactions, solid-organ cancers, such
as breast cancer, hypopharyngeal squamous cell carcinoma
and lung cancer, and haematological malignancies, such as
myeloproliferative disorders and MDS (3-6).

Clinically, IGD is characterized by variable manifesta-
tions, mainly as asymptomatic, symmetrically distributed
papules and plaques, changing in colour from skin-coloured
to erythematous and frequently located in the lateral upper
trunk, axillae and proximal upper limbs. The characteristic
morphological feature of IGD is a violaceous subcutaneous
linear cord or band known as the “rope sign”. Other find-
ings include diffuse macular erythema, annular plaques,
polycyclic indurated plaques, annular scaly plaques, sub-
cutaneous nodules, large atrophic hyperpigmented plaques
and periungal and mucosal erythema (2—4).

Histopathological findings of IGD are characterized by
necrotizing granulomatous inflammation with interstitial
pattern. The infiltration is scattered around degenerated
collagen bundles and blood vessels of the dermis and
consists of CD68" epithelioid histiocytes. The histiocytic
infiltrate may be rarely accompanied by eosinophils and
neutrophils (2-7).

The clinicopathological features of IGD and granuloma
annulare (GA) have many similarities. Therefore, the dif-
ferential diagnosis can be challenging. It should be empha-
sized that, when considering the next steps in the diagnosis,
it is important to rule out potentially associated diseases.
The spectrum of described correlations with metabolic,
endocrine, and neoplastic diseases is wide and need to be
emphasized. Moreover, the IGD might appear before or
after the diagnosis of an underlying malignancy.
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The effective therapeutic options include topical or
systemic glucocorticosteroids, dapsone, colchicine, metho-
trexate, 5-azacytidine and tumour necrosis factor alpha
(TNF-alpha) blockers with spontaneous remission rate
from 3 months to 3 years among two-thirds of patients
(8-10).

In the described case treatment with systemic glucocorti-
costeroids (prednisone 40 mg daily) was initiated and result-
ed in remission of skin lesions within 3 weeks of therapy.

Granulomatous dermatitis could be the first sign of
haematological disorders, including MDS, but the know-
ledge about this uncommon association is rather poor. This
case illustrates an important relationship of IGD preceding
MDS, which dermatologists should take into consideration
during differential diagnosis, because the underlying MDS
could progress to leukaemia.
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