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IntroductIon
Angiolymphoid hyperplasia with eosinophilia 

(ALHE), also called epithelial hemangioma (EH), 
is a rare, benign vasoproliferative disorder with 
uncertain pathophysiology that can occur in or-
bit but most commonly occurs at cutaneous sites 
of the face and neck. ALHE was first described 
by Wells and Whimster in 1969, with a later de-
scription by Enzinger and Weiss in 1983, coining 

EH due to focusing on the pathological atypia of 
endothelial cells [1, 2]. A similar presentation of 
ALHE that was once considered synonymous but is 
now increasingly recognized as a separate condition 
is Kimura Disease (KD), the distinction made by 
the absence of the characteristic endothelial atypia 
and the presence of interstitial fibrosis in Kimura 
disease [3]. The clinical presentation of ALHE is 
variable in distribution and the number of lesions. 
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ABStrAct

A 7-year-old female presented to an outpatient eye clinic with a six-week history of left upper eyelid edema and ery-
thema in the absence of trauma without compromise of visual acuity or extraocular muscle movements and was 
initially treated as a case of pre-septal cellulitis with antibiotic therapy. Failure of resolution with new onset nasal 
bleeding after two weeks prompted computed tomography (CT) and magnetic resonance imaging (MRI), showing 
an orbital mass with radiologic concern for lymphoma or rhabdomyosarcoma. Upon biopsy, the histopathological 
analysis diagnosed angiolymphoid hyperplasia with eosinophilia (ALHE), a rare condition that infrequently presents 
with ocular manifestations and more rarely presents in the pediatric population. Most therapeutic management 
for cutaneous and non-cutaneous ALHE have high rates of recurrence. This case was refractory to oral prednisone 
treatment but responded to a combination of methotrexate and adalimumab therapy with an 18.5% reduction 
in volume after three months.
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Still, it is most commonly reported at cutaneous 
regions of the ear or scalp, with fewer than one 
percent occurring within the orbit [4]. Symptoms 
of the single- or multiple-presenting lesions may in-
clude pruritis, pain, or spontaneous bleeding, with 
only 15% of cutaneous manifestations being asymp-
tomatic [4, 5]. Past literature has reported a female 
predominance, but a 2016 systematic review of 908 
patients indicated no difference in manifestation 
by sex.4 With a mean age at presentation being 
reported from 37.6 to 40 years old, pediatric cases 
are rarely reported in the literature [4, 6]. Diag-
nosis is commonly made following excisional or 
FNA biopsy in traditional cutaneous ALHE, but 
in ocular manifestations, biopsy commonly follows 
imaging techniques such as CT or MRI [6]. Exci-
sion is the most commonly chosen treatment mo-
dality (44.2%), while intralesional corticosteroids 
(11.3%), topical corticosteroids (9.1%), and sys-
temic corticosteroids (6.9%) are also utilized.4 Re-
currence rates for all modalities are high at 40.8%, 
79.1%, 98.2%, and 87.8%, respectively.4 Given 
the suboptimal outcomes of standard therapy, there 
is still no consensus on a therapeutic approach.

cASe preSentAtIon
A 7-year-old female presented to an outpa-

tient ophthalmology clinic in Tallahassee, FL, with 
a six-week history of left upper eyelid edema, ery-
thema, and mild pruritis (Fig. 1). She had no his-
tory of ocular trauma or prior instrumentation of 
the area or significant medical history. Visual acu-
ity measured 20/20 in each eye with full extraocu-
lar movements. Physical exam was significant for 
1+ edema and 1+ erythema in the left upper eyelid 
(LUL). The dilated fundus exam and cycloplegic 
refraction were normal. She was started on oral 
amoxicillin-clavulanic acid for 2 weeks for concern 

of pre-septal cellulitis. Following antibiotic course 
completion, she returned to the clinic with failure to 
resolve LUL symptoms and a new onset symptom 
of intermittent, low volume bright red blood drain-
age from the left nostril.

Failure of treatment and the ipsilateral nasal 
epistaxis prompted concern for post-septal infection 
necessitating a CT orbit and sinus which identified 
a left orbital lesion enveloping the superior rec-
tus muscle inseparable from the lacrimal gland with 
extension into the preseptal area. The CT findings 
prompted a contrast-enhanced MRI of the head 
and orbits. The lesion was found to be 2.8 cm in 
width, 0.8 cm in vertical height, and 2.9 cm in 
AP (Fig. 2). It was concerning for possible lym-
phoma or rhabdomyosarcoma, which prompted 
an excisional biopsy. After histopathologic evalua-
tion, a diagnosis was made of angiolymphoid hy-
perplasia with eosinophilia due to the identification 
of vascular proliferation lined by endothelial cells 
with abundant eosinophilic cytoplasm and cytoplas-
mic vacuoles (Fig. 3). The presence of cytoplasmic 
changes and the absence of interstitial fibrosis of 
fibro-collagenous components ruled out the previ-
ously synonymous Kimura disease.3,7

Immediate post-diagnosis medical management 
consisted of 25 mg/day of oral prednisone with 
no change in lesion size on a one-month repeat 
MRI. After two total months of prednisone ther-
apy without improvement, the patient was seen by 
a pediatric rheumatologist and started on 20mg 
of subcutaneous methotrexate once weekly as well 
as 40 mg of subcutaneous adalimumab every two 
weeks. A repeat MRI at three months following 
the additional medical therapy showed a decrease in 
size to 2.8 cm in width, 0.7 cm in vertical height, 
and 2.7 cm in AP, an 18.5% decrease in volume. 
The patient remains clinically stable without chang-
es in visual acuity or extraocular movements.

Figure 1. photograph of patient referenced above on initial presentation demonstrating +1 left upper eyelid edema and erythema
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Orbital angiolymphoid hyperplasia with eo-
sinophilia is an uncommon condition and only 
rarely reported in children. As demonstrated in 
our case, the clinical presentation of orbital ALHE 
can mimic pre- and post-septal cellulitis. Addi-
tionally, on imaging, ALHE can mimic malignan-
cies with a significant mortality rate. Therefore, 
histopathologic evaluation is essential to the final 
diagnosis. Additionally, this case report sheds light 
on the non-surgical or pre-surgical management 
of ALHE, given the previously mentioned high 
recurrence rates for many standard therapies. 
The initial lack of lesion response to systemic 
prednisone is consistent with most previous litera-
ture.2,4 The reported first success of methotrexate 
for ALHE was by Baker et al. in 2012.8  There are 
no reported cases of successful adalimumab thera-
py either as monotherapy or in combination with 
another medication for orbital ALHE. In our case, 
the use of concurrent methotrexate and adalimum-
ab resulted in an identified decrease in lesion size 
of 18.5% after three months of therapy. This may 
provide additional support for using these agents 
for ALHE in children.

Conflict of interest: 
The authors have no conflicts of interest to disclose 
related to this submission.

Funding
This submission received no funding to disclose.

reFerenceS
1. Wells gC, Whimster IW. Subcutaneous angiolymphoid hyperplasia 

with eosinophilia. Br J Dermatol. 1969; 81(1): 1–14, doi: 10.1111/
j.1365-2133.1969.tb15914.x, indexed in Pubmed: 5763634.

2. azari aa, Kanavi Mr, Lucarelli M, et al. angiolymphoid hyperplasia 
with eosinophilia of the orbit and ocular adnexa: report of 5 cases. 
JAMA Ophthalmol. 2014; 132(5): 633–636, doi: 10.1001/jamaoph-
thalmol.2013.8243, indexed in Pubmed: 24676051.

3. urabe a, tsuneyoshi M, enjoji M. epithelioid hemangioma versus 
Kimura’s disease. a comparative clinicopathologic study. am 
J Surg Pathol. 1987; 11(10): 758–766, doi: 10.1097/00000478-
198710000-00003, indexed in Pubmed: 3116865.

4. adler BL, Krausz ae, Minuti a, et al. epidemiology and treatment 
of angiolymphoid hyperplasia with eosinophilia (aLhe): a sys-
tematic review. J am acad dermatol. 2016; 74(3): 506–12.e11, 
doi: 10.1016/j.jaad.2015.10.011, indexed in Pubmed: 26685720.

5. Bahloul e, amouri M, Charfi S, et al. angiolymphoid hyper-
plasia with eosinophilia: report of nine cases. Int J dermatol. 
2017; 56(12): 1373–1378, doi:  10.1111/ijd.13800, indexed in 
Pubmed: 29057451.

6. Mceachren tM, Brownstein S, Jordan dr, et al. epithelioid 
hemangioma of the orbit. ophthalmology. 2000; 107(4): 
806–810, doi:  10.1016/s0161-6420(00)00011-7, indexed in 
Pubmed: 10768347.

7. Buder K, ruppert S, trautmann a, et al. angiolymphoid hyperplasia 
with eosinophilia and Kimura’s disease - a clinical and histopatho-
logical comparison. J dtsch dermatol ges. 2014; 12(3): 224–228, 
doi: 10.1111/ddg.12257_suppl, indexed in Pubmed: 24580875.

8. Baker MS, avery rB, Johnson Cr, et al. Methotrexate as an al-
ternative treatment for orbital angiolymphoid hyperplasia with 
eosinophilia. Orbit. 2012; 31(5): 324–326, doi: 10.3109/0167683
0.2011.584932, indexed in Pubmed: 23030406.

Figure 2. Contrast-enhanced magnetic resonance imaging (MrI) 
of the head and orbits showing a left orbital lesion, 2.8 cm in width, 0.8 
cm in vertical height, and 2.9 cm in anterior-posterior (ap), enveloping 
the superior rectus muscle inseparable from the lacrimal gland 
with extension into the preseptal area

Figure 3. histopathologic image of the patient’s biopsy specimen 
demonstrating vascular proliferation lined by endothelial cells 
with abundant eosinophilic cytoplasm and cytoplasmic vacuoles 
characteristic of angiolymphoid hyperplasia with eosinophilia (aLhe)
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