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Abstract

Angiolymphoid hyperplasia with eosinophilia (ALHE)
is a rare, benign vascular tumor. Although its etiology
is not clearly known, infection, hormonal factors, and
trauma are the suspected reasons. There are few
cases considered to be related to pregnancy
described in the literature. Granulomas are rarely
seen in the histopathology and only four patients
with granulomas have been described. Herein, we
will present a 28-year-old woman who has been
pregnant three times; in every pregnancy, she
developed pink nodular lesions on the back of her
ear. In the first two pregnancies, the lesions had
appeared during the pregnancy and regressed
completely in the postpartum period. In her third
pregnancy, the condition emerged again and lasted
1.5 years after birth of her child. Histopathology
exhibited ALHE with granulomas. Although the
relationship between ALHE and pregnancy is already
known, there are few cutaneous ALHE cases
associated with pregnancy reported in the literature.
This association is further supported by this case
having recurrent ALHE during each pregnancy
period. Also, the presence of naked granuloma in
histopathology, unlike most of the cases, contributes
to the current histopathological data.

Keywords: angiolymphoid hyperplasia, eosinophilia,
granuloma, pregnancy, vascular tumor, estrogen,
progesterone, oral contraceptive

Introduction
Angiolymphoid hyperplasia with eosinophilia (ALHE)
is arare, benign vascular tumor. It is often seen in the

head and neck area as reddish-brown papules and
nodules [1,2]. Although its etiology is not fully
known, infection, trauma, hormonal factors like
hyperestrogenemia (pregnancy or oral
contraceptive use), infectious agents, and atopy
have been associated. Reactive hyperplasia and
benign neoplasia have both been postulated [3,4].
Granulomas are rarely seen in the histopathology;
four cases have been reported as far as we know [5-
8]. A small number of pregnancy-associated cases
have been described [3,7,9-13].

A 28-year old mother of three children has presented
to our clinic with the complaints of relapsing nodules
on the back of her ear. The nodules appeared during
the last trimester of her pregnancies. The last lesions
had persisted 1.5 years after the third pregnancy. The
biopsy result was consistent with ALHE, and
interestingly, there were granulomas present.
Herein, we will discuss ALHE and the relationship
with hormonal factors and ALHE histopathology.

Case Synopsis

A 28-year-old woman presented to our clinic with
the complaints of itchy, pinkish masses on her right
ear for the last 1.5 years. There were some pink,
violaceous, and skin-colored grouped nodules on
the back of the ear and there was a solitary, pink,
partially translucent papule near the proximal
hairline. Similar lesions were present on the lateral
and anterior ear helix and the apple-jelly sign was
positive on diascopy (Figure 1). Regional lymph
node examination was normal. The first lesions had
started at the 9" month of the first pregnancy 7 years
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Figure 1. A solitary, pink, 1cm diameter papule near the proximal hairline and similar heterogeneous papules behind the ear. B) Lateral
and anterior ear helix lesions. Some are solitary or grouped, pink-violet papulonodules with heterogeneous color. C) Apple jelly sign on

diascopic examination.

prior and they disappeared one month after delivery.
The lesions had emerged again at the 8" month of
the second pregnancy and spontaneously regressed
two months after delivery. Lastly, the nodules
emerged again on the 7™ month of the third
pregnancy and have lasted for the last 1.5 years. Her
medical and family history was unremarkable.

A biopsy was performed with preliminary diagnoses
of trichoepithelioma, cylindroma, T-cell lymphoma,
cutaneous B-cell lymphoma, sarcoidosis, B-cell
pseudolymphoma, juvenile hyaline fibrosis, ALHE,
angiosarcoma, and lupus vulgaris were all
considered. The biopsy revealed an onion-skin
appearance around the vessels with papillary
endothelial  proliferation  resembling  naked
granulomas and these structures were surrounded
by eosinophil-rich inflammatory cell infiltration
(Figure 2). The patient was diagnosed with ALHE
from the clinicohistopathological aspect and
intralesional triamcinolone acetonide (20mg/ml)
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Figure 2. Granulomatous structures consisting of inflammatory
cells and histiocytes. H&E, 200x.

Figure 3. Seventy percent clearance of the lesions with systemic
corticosteroid and intralesional corticosteroid injections.

injection and topical tacrolimus treatments were
started. She has received three injections monthly.
The response was not fully satisfactory. She exhibited
a poor response to methylprednisolone, but when
indomethacin was added she responded well within
three months (Figure 3). However, she stopped both
treatments because of unacceptable side effects.
Lastly, the patient received 577nm Pro-Yellow laser
treatment (QuadroStarPRO YELLOW® Asclepion
Laser Technologies, Germany) at 4-week intervals in
three consecutive sessions at 20, 22 and 24J/cm? and
resulted in clearance almost completely (Figure 4).

Case Discussion
Angiolymphoid hyperplasia with eosinophilia is a
benign vascular tumor, which is often seen in adults,
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mostly women. It is characterized by skin-colored or
reddish-brown papules and nodules mostly in the
head and neck region [1,2]. It can be symptomatic,
and bleeding, itching, and sensation of pulsation are
common features of ALHE [2,13]. In our case, there
were itchy papules heterogeneous in color and the
apple-jelly sign was positive on diascopic
examination.

Although the etiology is not fully known, there are
some cases in the literature indicating a positive
relationship between ALHE and birth control pills or
pregnancy. Some patients had used birth control
pills, some of them had used birth control pills prior
to onset of pregnancy, and some had only a
pregnancy history [10-14]. Moy et al. showed
increased levels of estrogen and progesterone
receptors in the lesional skin compared to the non-
lesional skin of two patients [10]. Damarla et al. have
indicated that hyperestrogenic states and increased
levels of estrogen and progesterone receptors in the
lesions during pregnancy may have a role in the
occurrence or aggravation of ALHE lesions. They
have also indicated that estrogens may have an
indirect role in ALHE etiopathogenesis without any
overexpression of estrogen and progesterone
receptors [9]. Our patient had three pregnancies and

Figure 4. Approximately 90 % clearance of the lesions with Pro-
Yellow laser treatment.

recurrent lesions in the last trimester of each
pregnancy. Since she had resolution periods
between the pregnancies, we believe that the
hormonal status in the pregnancies may be an
etiologic factor in the ALHE in accordance with the
literature.

Histopathologically; there were swollen endothelial
cells, proliferative blood vessels, lymphoid follicles,
lymphocytes in perivascular and interstitial areas,
and infiltration with plasma cells and eosinophils
[2,7].In our case, some structures resembling a naked
granuloma were also observed in the biopsy.
Clinically, the diascopic examination also showed a
positive apple jelly sign suggestive of a
granulomatous reaction. To our knowledge, this case
is the fourth case of ALHE with granuloma; this
finding was first reported in detail by Sakamoto et al.
in 1998. They have defined two types of granulomas:
the osteoclastic type and the giant cell type in which
the nuclei are lined like a wreath in the periphery [7].
Castro et al. also showed a Touton-type giant cell [5].
Finally, an ALHE case with a histiocytic giant cell was
published by Kaur et al. in 2016 [6].

The entities in the differential diagnosis in the
literature includes Kimura disease, other vascular
and reactive lymphoid conditions, Langerhans cell
histiocytosis, and granulomatous infections [7,8].
Clinically, we considered trichoepithelioma,
cylindroma, T and B-cell lymphoma, sarcoidosis,
pseudolymphoma, juvenile hyaline fibrosis, ALHE,
and angiosarcoma. Some of these diagnoses may be
excluded by history or clinically, but most may be
excluded histopathologically.

Besides, ALHE sometimes regresses spontaneously.
Treatment options include intralesional
corticosteroid injection, cryotherapy, laser, surgery,
oral corticosteroids, topical imiquimod, tacrolimus,
indomethacin, methotrexate, and topical timolol
[1,2,11,15,16]. In our case, after poor response to
topical tacrolimus and intralesional corticosteroid
injection treatments, the patient had started oral
methylprednisolone, which gave unsatisfactory
results until oral indomethacin was added, based on
the report of Noumra et al. [11]. Afterwards the
patient experienced relatively rapid improvement
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but unacceptable side effects. Laser therapy
produced excellent improvement.

Conclusion

Although there are few cases reported, the

relationship between pregnancy and ALHE is
reported in the literature. A hormonal hypothesis of
etiology is supported further by this patientin whom
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