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What's in a Name? The Tricky Issue of Diagnosing Juvenile Temporal
Arteritis When Histological Findings are not Consistent
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Abstract

Juvenile Temporal Arteritis (JTA) is a rare vasculitis characterized by a nodule
occurring without previous trauma. We report the case of a young woman with a
lesion clinically suggesting JTA, but histologically consistent with Angiolymphoid
Hyperplasia with Eosinophilia (ALHE). A 25-year-old woman casually noticed a
pulsatile, not erythematous, 2 x 0.5 cm lump in her right temporal area, without
previous trauma. She denied visual impairment, difficulties in mastication, and
headache. Erythrocyte sedimentation rate and C-reactive protein were normal
and no peripheral eosinophilia was recorded. An ultrasound scan of the temporal
artery showed the “halo sign”. The biopsy revealed proliferating vessels with plump
eosinophilic endothelial cells surrounding the temporal artery, severe luminal
stenosis, and lymphocyte and eosinophil infiltrate. Although the clinical features
were consistent with JTA, a histological diagnosis of ALHE was established. ALHE
usually presents with multiple, itchy, erythematous nodules or plaques of the scalp
and the neck. Unlike ALHE, the overlying skin of the lesion in JTA is usually normal,
while the “halo sign” may be present in both diseases. Furthermore, both JTA and
ALHE show lymphocyte and eosinophil infiltrate and vascular proliferation. Although
overlap conditions may occur, we observed a rare case with incongruous clinical
and histological aspects, in which the clinical pattern of JTA matched the histological
features of ALHE. JTA and ALHE might be considered as part of the spectrum of a
single vascular disorder.
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Introduction

We report the case of a young woman with a lesion clinically suggesting a
diagnosis of Juvenile Temporal Arteritis (JTA), while the histological findings
were consistent with Angiolymphoid Hyperplasia with Eosinophilia (ALHE).
Although the overlap between JTA and ALHE may occur [1, 2], in our patient we
observed a challenging condition, characterized by the clinical pattern of the former
and the histological features of the latter. To the best of our knowledge, two other
similar cases have been described in the medical literature; hence, we question
the possibility that JTA and ALHE might be considered part of the spectrum of a
single vascular disorder. We searched PUBMED up to the 1* of May 2022, on the
main differential diagnosis of JTA, using the following keywords: juvenile temporal
arteritis, differential diagnosis, angiolymphoid hyperplasia with eosinophilia,
Kimura disease, juvenile temporal arteritis AND angiolymphoid hyperplasia
with eosinophilia, juvenile temporal arteritis, angiolymphoid hyperplasia with
eosinophilia, Kimura disease overlap. All articles were reviewed in detail. A total of
31 articles were included in the final literature review.

Case presentation

A 25-year-old woman casually noticed a pulsatile, not erythematous lump
measuring 2x 0.5 cm in her right temporal area when combing her hair (Figure 1A).
No previous trauma had occurred. Since the lesion was slightly painful at palpation,
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she sought help from her general practitioner, who did not
consider further investigation nor medical therapy. Within a few
days, the patient experienced an enlargement of the lesion, still
mildly painful at palpation. She presented to the local Emergency
Room but was rapidly discharged with a diagnosis of headache,
although vasculitis was suspected. On this basis, the general
practitioner prescribed a 10-day course of prednisone 25 mg daily.
Before the end of the treatment, ultrasonography demonstrated
a 3 cm-long wall thickening of the superficial temporal artery
with a hypoechoic halo. She was admitted to the Rheumatology
Unit of our Hospital on the 10* day after prednisone withdrawal.
The enlargement was still evident, with no changes on the skin
overlying the nodule. She denied visual impairment, difficulties in
mastication, headache while reporting sporadic pain of the scalp
in the left parietal and right occipital area. She was afebrile and the
laboratory testing showed an erythrocyte sedimentation rate of 5
mm/h and a C-reactive protein of 1600 mg/dL (normal, 0-6000
mg/dL). Furthermore, no peripheral eosinophilia was recorded
(316/yl). An ultrasound scan of the temporal artery confirmed
the hypoechoic halo around the arterial lumen (“halo sign”),
indicative of blood vessel wall edema (Figure 1B).

Based on these findings, a histological diagnosis of ALHE

Figure 1: Clinical and ultrasonographic features. (A) Clinical aspect
of the lump; (B) “halo sign” in the transverse ultrasound scan of the
temporal artery.

Figure 2: Histological features. (A) The temporal artery is surrounded
by proliferating small capillary admixed with a marked inflammatory
infiltrate. There is intimal hyperplasia with severe lumen stenosis;
(B) Immunohistochemical stain for CD31 highlights the proliferating
capillary vessels; (C) The inflammatory infiltrate is made up of small
lymphocytes, plasma cells, and abundant eosinophils.
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was established, although the clinical features were consistent
with JTA. We also performed an ultrasound Doppler scan
and a magnetic resonance imaging of the upper limbs, a
positron emission tomography/computed tomography, and
an ophthalmological evaluation, that allowed us to exclude the
inflammatory involvement of other great vessels, by both JTA and
ALHE. One month after the biopsy, the patient underwent the
excision of the remaining tract of the ectatic temporal artery not
previously removed. No further treatment was taken into account.
The patient remains systemically well after two years of follow-up,
but she stays under clinical control for the rare risk of relapse.

Discussion and Conclusion

To the best of our knowledge, only two cases with clinical
manifestations highly suggestive of JTA or Giant Cell Arteritis
(GCA) but histologically consistent with ALHE have been
described [3, 4]. JTA is a rare, localized vasculitis of unknown
etiology affecting more frequently male subjects and is
characterized by the presence of a nodule in the temporal
region. The swelling can be unilateral or bilateral and occurs
in the absence of previous trauma [1, S]. Less than SO cases
have been described so far [5, 6]. The typical features of this
clinical entity may be summarised as follows: 1) people affected
are younger than 40 years; 2) patients experience a palpable,
painless or tender nodule; 3) inflammation indexes are normal
by laboratory work-up; 4) neither ophthalmic symptoms nor
ischemic cranial manifestations are reported; S) histologic
examination shows intimal proliferation, disruption of the media
with an inflammatory infiltrate of lymphocytes, eosinophils, and
plasma cells which may extend to the perivascular area; possible
sparse giant cells and thrombosis; 6) surgical excision is often
curative, with no need for glucocorticoids or any other systemic
treatment [1, 7]. Even though eosinophilia is not typical of JTA4, it
was reported in up to one-third of the patients, and also sporadic
cases of elevated serum Immunoglobulin E (IgE) have been
documented [5]. No visceral involvement has been described
in JTA. The condition usually occurs just once, with rare cases
of relapse [S]. The differential diagnosis of JTA must take into
account Kimura Disease (KD), systemic vasculitides affecting the
temporal arteries, the very rare vasculitis resembling the elderly
GCA, and ALHE. In heavy smokers, including young people,
also thromboangiitis obliterans involving the temporal artery
should be considered, with the histological evidence of thrombi
occluding the vessel lumen [1, 8]. ALHE is a vasoproliferative
cutaneous disease of uncertain etiology [9], although a possible
etiopathogenetic link with the use of contraceptives in women has
been described [10]. It is an uncommon and benign condition,
usually presenting with multiple, itchy, erythematous nodules
or plaques of the skin mainly affecting the scalp and the neck of
middle-aged and young women [9]. It may sometimes occur after
local trauma [11] and affect different areas of the body, such as
the upper limbs [12] and the tongue [13]. Spontaneous bleeding
of the lesion has been reported [9, 14]. Differently from ALHE,
the overlying skin of the lump in JTA usually shows no changes,
while the ultrasonographic “halo sign” may be present in both
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diseases [2, 15]. As far as histopathology is concerned, both JTA
and ALHE show eosinophilic and lymphocytic infiltrates, and
some degree of vascular proliferation and perivascular infiltrates.

However, in JTA those inflammatory infiltrates are mostly
confined to the vessel wall, while in ALHE the inflammatory
infiltrates are mainly perivascular, and vascular proliferation is
often conspicuous with capillaries surrounding blood vessels
that may also appear ectatic [5, 16]. Although rarely, ALHE
nodules have been found in the lungs [11, 17]. Eosinophilia may
be present in up to 20% of ALHE patients, without serum IgE
elevation [9]. Treatment of ALHE is usually surgical, including
Mohs micrographic surgery [18], but many other therapeutic
strategies have been performed, such as electrocoagulation and
photodynamic therapy [19], ¥P brachytherapy [20], LASER
therapy (pulsed dye and CO, lasers) [21], cryotherapy [9],
intralesional and topical glucocorticoids [14], intralesional
bleomycin, vinblastine or interferon [22]. After surgical excision,
ALHE may recur in 30% [23] to 40.8% of the cases [24]. Another
condition to be considered for the differential diagnosis of JTA
and ALHE is the aforementioned KD, which is a rare, benign,
chronic immune-mediated disorder [24] mostly observed in
Asian populations. The peak age for onset is the third decade,
with a male:female ratio of 6.7:1 [25]. KD is characterized by
subcutaneous, painless nodules, predominantly localized in the
head and neck, frequently associated with mostly locoregional
lymphadenopathy or salivary gland enlargement [25]. The
overlying skin of the nodules may be normal or hyperpigmented,
and itchy [25]. Apart from the head and neck, other areas of
the body can be affected, such as the upper limbs, especially
the forearms, and the inguinal area [25], together with other
unusual localizations, such as the epiglottis [26] and breasts [27].
Similar to ALHE and JTA, KD’s etiology is unknown, but many
pathogenetic hypotheses have been formulated, including the
probable link with certain infectious agents (such as Candida,
human polyomavirus 6, and arthropod bites) [28, 29].

As for the laboratory work-up, eosinophilia is a typical
teature of KD, with a median percentage of eosinophils of 21.1%
and a median absolute value of 1850/l [25]. In a cohort of 45
patients with KD, 44 had increased IgE levels, with a median
absolute value of 1591 U/L [25]. Renal involvement has been
described in 10 to 60% of Kimura’s patients, mainly consisting of
nephrotic syndrome (10-12% of cases) with findings of 24-hour
proteinuria up to 20.4 g and histological evidence of membranous
glomerulonephritis [29].

At the histological examination, lymphoid and massive
eosinophil infiltrate, often forming perivascular lymphoid follicles
with reactive germinal centers (which are found nor in JTA
neither ALHE), and occasional eosinophil microabscesses may
be found [1]. Germinal center necrosis, deposits of proteinaceous
material, vascularisation of germinal centers, sclerotic areas, and
vascular proliferation with normal-appearing endothelial cells
were also reported [1, 25]. Surgical excision alone or combined
with local radiotherapy, oral glucocorticoids (0.5-1 mg/kg/day),
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cyclophosphamide (100 mg/day) in addition to glucocorticoids,
especially in patients with renal involvement, were the most
common options used to treat KD [25, 30]. About 46% of patients
were reported to relapse in a median follow-up time of 8.5 years
[25]. Overlap conditions between JTA, ALHE, and KD have been
documented [2, 3, 4, 15, 31], with one report of overlap amongst
the three conditions [2]. To the best of our knowledge, this is
the third case described so far in the medical literature about a
patient with clinical manifestations highly suggestive for JTA but
histological features consistent with ALHE. We might consider
the possibility that JTA and ALHE are part of the spectrum of a
single disorder, whose clinical and histological characteristics mix
in the context of benign, heterogeneous manifestations.
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