Letters to the Editor

Multiple glomeruloid
hemangiomas without POEMS
syndrome

Sir,

Glomeruloid hemangioma is considered to be a
specific cutaneous marker of POEMS (polyneuropathy,
organomegaly, endocrinopathy, M-band, skin changes)
syndrome. We report a case of multiple glomeruloid
hemangiomas in a young man who had no features
of POEMS syndrome. A brief review of literature of
similar cases is also presented.

A 24-year-old man presented to us with a 5-year history
of multiple, asymptomatic, erythematous papules
on his neck. The lesions began as a small number
of papules on the left side of the neck, gradually
increased in size and number and progressed to
involve the other side as well. There was no history
of any spontaneous resolution, fluctuation in size
or bleeding from the lesions. He had no systemic
complaints. On examination, there were multiple
soft, non-tender, partially compressible, erythematous

papules ranging in size from 0.5 to 1.5 cm, clustered
on the left side of the neck extending up to the
submandibular region with fewer lesions on the right
side. Two similar papules were also present on the right
upper eyelid [Figure 1]. There was no loco-regional
lymphadenopathy. Skin biopsy from a neck papule
showed several closely aggregated capillaries lined by
plump endothelial cells intertwined with each other in
a plexiform architecture. Variable sized, homogenous
periodic acid-Schiff (PAS)-positive, diastase-resistant
globules were seen in the cytoplasm of endothelial
cells. The endothelial cells stained positively for
CD34. The histological features were diagnostic
of glomeruloid hemangioma [Figure 2]. Results of
complete blood count, serum biochemistry, fasting
blood sugar and thyroid profile were within normal
limits. There was no Bence-Jones proteinuria and
the serum and protein electrophoresis did not show
any M-band. No osteosclerotic lesions were noted on
skeletal survey. A computerized tomography scan of
chest and abdomen was normal. Nerve conduction
studies were also normal.

Glomeruloid hemangioma is a rare benign cutaneous
vascular neoplasm first described by Chan
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et al.™ These may present as dermal erythematous to
red-purple papules and nodules, subcutaneous bluish
compressiblenodules, wine-red sessileorpedunculated
papules or lesions with cerebriform morphology.®
The pathogenesis of glomeruloid hemangiomas is still
a matter of speculation. Theories include deposition
of immunoglobulins within endothelial cells, raised
estrogen levels, role of human herpesvirus-8 and
increased release of cytokines with angiogenic action
such as interleukin-6, interleukin-1f, tumor necrosis
factor-oo and vascular endothelial growth factor.”!
Unlike their clinical presentation that is varied and
non-descript, the histopathological appearance that
resembles renal glomeruli is quite characteristic.
The periodic acid-Schiff-positive, diastase-resistant
eosinophilic globules in the cytoplasm of endothelial
cells were initially thought to represent circulating
immunoglobulins.! However, Lee et al. found that
the interior of these eosinophilic globules did not

Figure 1: (a) Multiple erythematous papules on the left side of
neck extending to the mandible (b) few similar papules grouped
on the right submandibular region (c) two papules on the lateral
aspect of right upper eyelid
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stain positive for either kappa or lambda chains and
hemoglobin A.® Electron microscopic examination
suggested that these structures represent secondary
lysosomes (thanatosomes) expanded by phagocytosed
proteinaceous material.

A variety of cutaneous vascular tumors are described
in the setting of POEMS syndrome: glomeruloid
hemangiomas, microvenular hemangiomas, cherry
angiomas and multinucleated cell angiohistiocytomas.
However, only glomeruloid hemangiomas are
considered specific, occurring in 26-44% cases.!!! In
2005, Vélez et al. reported the first case of solitary
glomeruloid hemangioma without POEMS syndrome
on the chin of an 86-year-old man.® Since then, only a
handful of cases of glomeruloid hemangioma without
this characteristic association have been described. On
reviewing the literature, we could find only 11 other
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Figure 2: (a) Dilated capillaries in the dermis with aggregates
of capillaries in ectatic vascular spaces (black arrow) (H and E,
x40). (b) The capillary tufts resemble renal glomeruli (black arrow)
(H and E, x200). (c) Immunohistochemistry with CD34 highlights
the endothelial lining of capillaries (H and E, x200)

Table 1: Previously published cases of glomeruloid hemangiomas without POEMS syndrome

Agel/gender Duration Clinical manifestations Follow-up Reference

86 year/male 4 year Single red papule on chin 4 years Velez et al. 2005

46 year/female 6 months Multiple red-bluish papules on trunk 6 months Pina-Oviedo et al. 2006

29 year/male N/A N/A N/A Forman et al. 2007

53 year/female N/A N/A N/A Forman et al. 2007

33 year/female N/A N/A N/A Forman et al. 2007

50 year/male N/A Single red-tan cystic nodule on left cheek 5 years Lee et al. 2008

78 year/female 20 years Single violaceous cystic nodule on right cheek 16 months Lee et al. 2008

78 year/male 2 years Single red nodule on the scalp 10 months Gonzalez-Guerra et al. 2009

47 year/female

Many years Multiple red papules on neck, chest and upper extremities N/A

Jacobson-Dunlop et al. 2012

18 year/male 6 months Multiple skin colored papules on the chin 1 year Gupta et al. 2013
22 year/male 10 years Multiple skin colored papules and nodules on neck Lost to follow-up Gupta et al. 2013
24 year/male 5 years Multiple erythematous papules on neck 2 years Present case

N/A: Not available
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cases of cutaneous glomeruloid hemangiomas without
an underlying POEMS syndrome.*'” Six of the eight
patients, whose clinical information is available, had
single-multiple lesions confined to the head and neck
area while only two cases had multiple papules on
the trunk [Table 1]. Thus, it appears that the head and
neck region, although considered an unusual site for
glomeruloid hemangiomas, is more commonly affected
in the absence of POEMS syndrome. This is in contrast
to what is seen in POEMS syndrome where trunk and
proximal extremities are predominantly affected.”!

Since glomeruloid hemangiomas have been present
in our patient in the absence of any other feature for
7 years (5 years before presentation and a 2 year follow
up period), he is probably unlikely to develop POEMS
syndrome. However, glomeruloid hemangiomas may
rarely precede other manifestations by a long period,
so we plan to keep our patient under follow-up.™
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