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Abstract A tumor involving cubital nerve was resected
and studied; it was classified as an angiolymphoid hyper-
plasia with eosinophilia (ALHE). Immunohistochemical
and molecular study was done both to confirm the reactive
nature of the process and rule out the presence of clonal T
or B cell rearrangement. This lesion has been designated
as epitheloid hemangioma [Coindre (1994) Ann Pathol
14:426]. Typically, ALHE occurs in the skin and the sub-
cutaneous tissue, and extracutaneous involvement is rare.
No cases of ALHE affecting a nerve have been described,
but a case of Kimura’s disease, the lesions of which have
repeatedly been confused with ALHE, has been reported
involving median nerve.
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Introduction

Angiolymphoid hyperplasia with eosinophilia (ALHE) is
an uncommon benign inflammatory vascular lesion of un-
known etiology. Patients develop nodules in the skin and
the subcutaneous tissue of the head and neck [11] with a
predilection for the retroauricular area [30]. Lymphadenopa-
thy and blood eosinophilia are uncommon [7]. The dis-
ease has a slight predominance in women, with a peak in-
cidence in the third decade [12, 17]. ALHE share many
clinical and histopathological features with Kimura’s dis-
ease and these lesions had repeatedly been confused, but
several reports indicate that significant differences exist

and separate these entities. In this report we describe a
case of ALHE affecting and entrapping the motor branch
of the cubital nerve in a 34-year-old non-Oriental man
presenting pain and paresthesias in his left hand. This case
with such unusual location highlights the fact that clini-
cians, and also pathologists, should be aware of this entity.

Case report

A 34-year-old man, a right-handed, professional tailor and amateur
guitar player, without pathological antecedents and no history of
trauma, presented with a 1-year history of pain in the cubital side
and paresthesias in the fourth and fifth finger of the left hand.

These symptoms had increased during the last month. Previous
electrophysiological study had been normal. There was no external
deformity. Palpation of the left cubital nerve at the Guyon’s canal
was extremely painful, with positive Tinel-Hofmann sign at this
level. There was motor weakness but sensitivity was conserved.
Magnetic resonance imaging showed a lesion involving the cubital
nerve that was interpreted as a ganglion. A blood test was normal
with no peripheral eosinophilia and no elevation in serum IgE
level. HIV1 and 2, hepatitis profiles and Epstein-Barr virus serolo-
gies were negative. Axillar and cervical exploration revealed no
enlarged lymph nodes. The patient underwent surgery with the
finding of a firm fusiform tan brown tumor surrounding and en-
trapping the motor fascicles of the cubital nerve. The tumor was
resected together with the motor branch of the cubital nerve and a
sural nerve graft was done. The sensory branch was left intact. Sur-
gical resection was followed by treatment with non-steroidal anti-
inflammatory drugs.

Throughout the 2-year follow-up period, the patient’s condition
has been satisfactory, with good functional recuperation and no tu-
moral recurrences. He continues working and playing guitar.

Materials and methods

Tumor tissues obtained at surgery were fixed in 10% formalin and
embedded in paraffin. Sections were stained with hematoxylin-
eosin. Special stains for bacteria, fungi, and mycobacterium were
done. Immunohistochemical analysis was performed on paraffin
sections, with antibodies against CD20 (L26), CD3, CD43, CD45
(LCA), CD68, S100 protein, vimentin, CD31, CD34, cytokeratin
(AE1-AE3), p53, bcl-2, cyclin D1 and Ki67. All the antibodies
used were from Dako Corporation (Glostrup, Denmark). Molecu-
lar study to detect clonally rearranged T cell receptor (TCR) and
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immunoglobulin heavy chain (IgH) genes was performed on ge-
nomic DNA isolated from paraffin sections by standard protocols
[30]. Polymerase chain reaction (PCR) was done with consensus
primers for the variable (V) and joining (J) regions of TCR-γ chain
genes by mean of PCR fluorescent product analysis [24], by fast
single-strand conformation polymorphism using an ALFexpress
DNA sequencer (recommended operating procedure by Amersham
Biosciences, Buckinghamshire, England) [31]. IgH gene rearrange-
ment was done according to Diss et al. [10].

Results

Light microscopy

The tumor consisted of a vascular proliferation (Fig. 1) to-
gether with a lymphoid and eosinophilic infiltrate entrap-
ping nerve fibers. Vessels showed prominent endothelial cells
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Fig. 1 Vascular proliferation
surrounding nerve fibers (n).
Hematoxylin and eosin (HE),
×100

Fig. 2 Vessels with prominent
endothelial cells (arrow). HE,
×200
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(Fig. 2) often with plump or “hobnail” appearance, eosino-
philic cytoplasm and round nuclei with granular chro-
matin. No mitosis or nuclear atypia was seen in the vas-
cular component. The lymphoid infiltrate (Fig. 3) showed
both a diffuse and nodular pattern, with formation of fol-
licles with prominent germinal centers. There were also a
lot of eosinophils and an infarction area with secondary
ischemic necrosis. Surgical margins presented no lesions.

Immunohistochemistry

CD20 highlighted the follicle center B cells; CD3 and CD43
demonstrated numerous interfollicular T cells. Nerve fibers
and reticular cells were positive for S-100 protein. CD34
and CD31 stained the vessels and also did vimentin. En-
dothelial cells were positive for p53. Positive staining
with Ki67 was seen in follicle center B cells (>50%), but
endothelial cells of proliferative vessels showed weak stain-
ing (<5%). Additional stains for bcl-2, cyclin D1, CD 68
and cytokeratin were negative. Stains for bacteria, fungi,
and mycobacterium were negative.

Molecular study

No clonal rearrangement of IgH and TCR-γ genes was de-
tected in the sample (Fig. 4).

Discussion

ALHE is a rare but distinctive vascular lesion that typi-
cally occurs in the skin and the subcutaneous tissue. Ex-

tracutaneous involvement is rare, but ALHE has also been
described less frequently in other sites, including oral mu-
cosa [25], tongue [28], parapharyngeal space [4], and
breast [27], as well as in hand [16] and the upper extrem-
ities [3, 32], within skeletal muscle [5] or involving or
arising from large vessels [26]. No cases of ALHE affect-
ing a nerve have been described, but a case of Kimura’s
disease involving median nerve has been reported [23].

ALHE was originally described by Wells and Whim-
ster in 1969 [34], and has been known with a lot of syn-
onyms including Kimura’s disease, first described in China
in 1937 [20] and later by Kimura and coworkers in 1948
[21]. Since then, considerable confusion exists in the liter-
ature due to the usage of the two terms as synonyms. Ro-
sai et al [29] were the first to distinguish the two entities
as separate diseases, and this has been supported by sub-
sequent authors [6, 19, 22, 33].

According to these reports, differential diagnosis between
Kimura’s disease and ALHE can be established clinically
and histopathologically. Clinically, Kimura’s disease is
more common in Oriental young men, who present a tu-
moral-like nodule and lymphadenopathy. ALHE usually fol-
lows a benign indolent course and, in contrast to Kimura’s
disease, the presence of peripheral eosinophilia, elevated
serum IgE levels and proteinuria are rare, although a nephro-
tic syndrome has been described associated to ALHE [2].
Recurrences are common.

Histopathologically the two diseases have common find-
ings but they have also some differences. In Kimura’s dis-
ease, there are well-formed lymphoid follicles and marked
eosinophil infiltration, but epitheloid or histiocytoid endo-
thelial changes are not as prominent as those observed in
ALHE. ALHE is characterized by epitheloid endothelial
cell changes, and the presence of lymphoid follicles is rare.

Fig. 3 Lymphoid infiltrate sur-
rounding nerve fibers (n).
There are a lot of follicles (f)
with prominent germinal cen-
ters. HE, ×100



There is of course a morphological spectrum among ALHE
lesions. Cases of ALHE showing characteristics of Kimura’s
disease [8] or cases with intermingled features of these
two entities [32] have been reported.

The cause and pathogenesis of ALHE is unclear, with
the opinions varying between a benign vascular neoplasm
[12, 29] to a reactive inflammatory lesion [1]. Some au-
thors had proposed that ALHE involves immunological
factors [13] and other reports propose a possible viral etiol-
ogy, with involvement of HHV-8 in some cases of ALHE
[14].

Complete surgical excision is considered to be the treat-
ment of choice, although other therapeutic options have
been probed with little success [11].

We consider this case to be ALHE because prominent
endothelial cell changes were seen in the histological study.
The question is to discriminate between a benign vascular
tumor arising in the nerve or a reactive vascular prolifera-
tion involving nerve fibers. Immunohistochemically, the
growing fraction of the endothelial cells determined using
Ki67 is low (<5%). The occasional p53 positivity of the

endothelial cells together with negativity for cell-cycle
markers such as bcl-2 or cyclin D1 would support the ar-
gument in the literature that such tumors are non-neoplas-
tic lesions [3, 15]. The present case showed a polyclonal
immunostaining of the lymphoid infiltrate. The detection
of clonally rearranged TCR by some authors [18] suggests
that ALHE or a subset of ALHE cases may represent a T
cell lymphoproliferative disorder of a benign or low-grade
malignant nature. In the case reported, we failed to detect
a clonal TCR rearrangement, a fact that supports the reac-
tive nature of the process.
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