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Newborn with multifocal lymphangioendotheliomatosis

with thrombocytopenia

Sir,

The presence of multiple congenital vascular
malformations is uncommon and if they are associated
with hematologic and/or coagulation disorders,
the diagnostic spectrum is reduced to two entities:
Multifocal lymphangioendotheliomatosis with
thrombocytopenia (MLE-T) and multiple Kaposiform
hemangioendothelioma (K-HE) with Kasabach—-Merritt
syndrome (KM-S).

Here, the case of anewborn girl with multiple cutaneous
vascular lesions, anemia, and thrombocytopenia is
described and differential diagnosis is discussed.

A 53-day-old newborn girl—with an uncomplicated
pregnancy delivered at 39 weeks—was born with
multiple erythematous-violaceous skin lesions
associated with anemia and thrombocytopenia. Skin
biopsy suggested congenital hemangioma, and KM-S
was suspected, therefore she was transferred to our
center. On physical examination, approximately 15-20
erythematous-violaceous macules and papules were
seen on the neck, trunk, and lower extremities; also,
a violaceous nodule 15 mm in diameter on the right
labium majus [Figure 1]. Laboratory examinations
revealed anemia (25% hematocrit), thrombocytopenia
(81000 cells/ul), low fibrinogen (157 mg/dl), and
elevated D Dimer (3895 ng/ml). The TORCHES study
[perinatal infections (T: Toxoplasmosis), O: Other
infections (HIV), R: Rubella, C: Cytomegalovirus, HE:
Herpes simplex virus, and S: Syphilis|] was negative.
A brain echography ruled out any brain abnormality,
and an abdominal echography ruled out visceral
involvement. Upper and lower endoscopy revealed
vascular malformations on the stomach and colon,
with no signs of a hemorrhage [Figure 1b].

Skin biopsy was re-examined showing a venous
and capillary vascular tumor on the dermis, with
telangiectasia,thrombosis, multifocal calcifications,and
papillary endothelium hyperplasia with intraluminal
projections [Figure 2]. On immunohistochemistry,
endothelial cells stained GLUT-1 and WT-1 negative,

and D2-40 positive [Figure 3], which was consistent
with K-HE. However, clinical, laboratory and some
histological findings suggested MLE-T.

MLE-T was described in 2004 by Norton et al.! Since
then, 13 cases have been reported in the literature.™
MLE-T is characterized by multiple (few up to hundreds)
vascular skin lesions since birth, which progressively
grow in size and number.!!! Vascular lesions include
red-brown macules and flat or indurated papules,
some with central pallor and others with central scar-
like areas.! MLE-T develops vascular gastrointestinal
malformations, producing bleeding in variable
quantity, ranging from silent anemia to massive
bleeding, with one fatal case reported. Hemorrage may
be present since birth® up to the first 2-3 years of age.
MLE-T also presents refractory thrombocytopenia
that worsens with transfusions.*# In MLE-T vascular
lesions may appear in other organs, eg, lungs, thyroid
gland, liver, kidneys, brain, etc.™

Histologically, MLE-T shows elongated vessels with
thin walls of a single layer of endothelial cells, with
papillary intraluminal projections.* Endothelial cells
stain negative for GLUT-1 and positive for lymphatic
markers D2-40 and LYVE-1.

K-HE, first described in 1993 by Zukerberg et al.,! is
a vascular neoplasm with local aggressiveness. Most
cases of K-HE arise within the first 10 years, though
adult K-HE cases have also been described.® K-HE
usually develops KM-S and lymphangiomatosis,
especially in children. K-HE compromises skin (75%
of cases)® and retroperitoneum (18% cases).”*”! An
indurated, erythematous-purpuric plaque is its most
characteristic skin lesion. Other skin findings include
purpuric macules, papules with telangiectasia, and
deep nodules.®® Most K-HE cases have a single
lesion,”® though one case with multiple cutaneous
lesions!® and four involving different organs have
been described. Gastrointestinal compromise has been
described in one case.!"”
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Figure 1: (a) Erythematous-violaceous macules and papules on legs and abdomen and a purpuric nodule on right labium majora.
(b) On upper Gl endoscopy, an erythematous vascular malformation with no bleeding sings was observed
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Figure 2: (a) A low magnification of the lesion shows superficial and deep vascular lesions, some sub-epidermal telangiectasia and
an increased number of vessels on dermis (H and E, x100). (b) On dermis, dilated vessels, some with calcified occlusions, others with

thrombi, and yet others with a papillary aspect of endothelium hyperplasia towards the vascular lumen. These findings are characteristic
of lymphatic differentiated lesions (H and E, x200)

Histologically, K-HE shows endothelial spindle cells
surrounding crescentic vessels containing hemosiderin
granules and thrombi. On immunohistochemistry,
endothelial cells stain positive for D2-40 and negative
for GLUT-1.

Although both entities are associated with
coagulopathy, their mechanisms are different. MLE-T
coagulopathy is due to chronic coagulation within
the abnormal tumor vessels and consumption of
coagulation factors,” showing D dimer elevation, slight

thrombocytopenia, and minor fibrinogen reduction. In

— - — contrast, in K-HE, coagulopathy occurs due to KM-S
Figure 3: Endothelial cells stain positive for D2-40 (a) D2-40
Positive control (b) (magnification, x200) (c), and WT-1 (d) and
negative for GLUT-1 reduction, and slight D dimer elevation.

with severe thrombocytopenia, important fibrinogen



MLE-T and K-HE share similar clinical and histological
findings. The presented case had clinical and laboratory
findings suggestive of MLE-T. However, histological
findings—mainly the presence of thrombi, telangiectasia,
calcifications, and lymphatic differentiation—have
already been described in K-HE lesions. Therefore, this
case was compatible with both entities. Nevertheless,
since clinical and laboratory findings were distinctive of
MLE-T, the diagnosis was made.

In conclusion, MLE-T and K-HE share similar clinical
and histological characteristics, and they both
express D-240 in their cells suggesting a lymphatic
differentiation. Therefore, we believe that these may
be two clinical-pathologic variations of the same entity.
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