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Rezumat

Introducere: Hiperplazia angiolimfoidd cu eozinofile
(HALE) este o afectiune vasculo-proliferativd benignd, de
etiologie necunoscutd, intalnitd mai frecvent in Asia. Clinic
se prezintd sub formd de papule sau noduli subcutanafi
localizati pe cap si gat, in mod particular in zona
preauriculard.

Caz clinic: Pacient in vdrstd de 64 de ani este
consultat pentru prezenfa de numeroase papule si noduli de
culoare rosu inchis, cu dimensiuni cuprinse intre 2 si 8 mm
localizate pe cap, gdt, trunchi si membre. Pacientul nu
prezenta limfadenopatii. Histopatologic, in dermul superior
si profund, apare o proliferare de vase capilare care prezintd
protruzia celulelor endoteliale in lumen, inconjurate de un
infiltrat inflamator format predominant din limfocite dar si
din histiocite si eozinofile. Imunohistochimia evidentiazd
limfocite care prezentau L26/CD20, CD3, CD4, CDS.
Analizele de laborator au fost normale cu exceptia unei
usoare eozinofilii sanguine. S-a efectuat crioterapia
leziunilor cu disparitia completd a acestora dupd 2 luni de
tratament si fard recidivd.

Discutii: prezintd si forma cu leziuni diseminate pe
cap, gdt, trunchi si membre. Aspectul histologic al
hiperplaziei angiolimfoide cu eozinofile este caracteristic in
derm apdrdand o proliferare abundentd de vase sanguine
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Summary

Angiolymphoid hyperplasia with eosinophilia is a
rare, benign, vascular proliferative disease of unknown
etiology. This condition clinically presents as papules or
subcutaneous nodules located on the head and neck, with
particular predilection for the periauricular area.
Histological appearance of the angiolymphoid hyperplasia
with eosinophilia is characteristic showing in the dermis
an abundant proliferation of small blood vessels with
protrusion of endothelial cells into the lumina, and an
inflammatory infiltrate with lymphocytes and eosinophils.
Angiolymphoid hyperplasia with eosinophilia may also
present the form with disseminated lesions on the head,
neck, trunk and limbs.

We present the case of a 64-years old male patient
with numerous dark red papules and nodules, between 2
and 8 mm in size, located on the head, neck, trunk and
limbs. Histologically, in the upper and deep dermis a
proliferation of capillaries occured showing protrusion of
endothelial cells into the lumina, surrounded by an
inflammatory infiltrate consisting predominantly of
lymphocytes but also histiocytes and eosinophils,

Department of Dermatology, Transilvania University, Brasov, Romania.

**  UMF Cluj-Napoca.

Department of Dermatology, University of Medicine and Pharmacy, Cluj-Napoca, Romania.

*** Clinica Dermatologie Targu-Mures.
Dermatology Hospital, Targu-Mures, Romania.

105




DermatoVenerol. (Buc.), 59: 105-111

mici cu protruzia celulelor endoteliale in lumenul vascular
si un infiltrat inflamator format din limfocite si eozinofile.
Diagnosticul diferential al formei diseminate trebuie ficut
cu afectiuni care prezintd papule si noduli multipli precum
sarcoidoza, sifilisul, xantoamele eruptive, keratoacan-
toamele multiple, etc. Tratamentele folosite in hiperplazia
angiolimfoidd cu eozinofile constau in excizie chirurgicald,
radioterapie, crioterapie, corticoterapie sistemicd sau
intralezionald, retinoizi, laserterapie, dar acestea sunt
frecvent urmate de recidive.

Concluzie: Forma diseminatdi a hiperplaziei
angiolimfoide cu eozinofile este rar intdlnitd pundnd
probleme de diagnostic diferential si tratament.

Cuvinte cheie: hiperplazia angiolimfoidd cu
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Introducere

Hiperplazia angiolimfoidd cu eozinofile
(HALE) este o afectiune vasculo-proliferativa
benigna, de etiologie necunoscutd, intalnitd mai
frecvent in Asia. Clinic se prezinta sub forma de
papule sau noduli subcutanati localizati pe cap si
gat, in mod particular in zona preauriculara.
Aspectul histologic al HALE este caracteristic cu
prezenta in derm a unei proliferdri de vase
sanguine mici si a unui infiltrat inflamator format
din limfocite si eozinofile. Prezentam cazul unui
pacient cu forma diseminatd a HALE.

Caz clinic

Pacient in varsta de 64 de ani este consultat
pentru prezenta de numeroase papule si noduli
de culoare rosu inchis, cu dimensiuni cuprinse
intre 2 si 8 mm localizate pe cap, gat, trunchi si
membre (fig. 1, 2). Pacientul nu prezenta limfa-
denopatii. Histopatologic in dermul superior si
profund apare o proliferare de vase sanguine
mici care prezentau protruzia celulelor endo-
teliale in lumen, inconjurate de un infiltrat
inflamator format predominant din limfocite dar
si din histiocite si eozinofile (fig. 3, 4).
Imunohistochimia evidentiaza limfocite care
prezentau L26/CD20, CD3, CD4, CD8. Analizele
de laborator au fost normale cu exceptia unei
usoare eozinofilii sanguine. S-a efectuat
crioterapia leziunilor cu disparitia completd a
acestora dupd 2 luni de tratament si fard recidiva
ulterioara.
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Introduction

Angiolymphoid hyperplasia with eosinophilia
(ALHE) is a rare, benign, vascular proliferative
disease of unknown etiology, more common seen
in Asia. Clinically ALHE presents as papules or
subcutaneous nodules located on the head and
neck, with particular predilection for the
periauricular area. Histological appearance of
ALHE is characteristic showing in the dermis an
abundant proliferation of small blood vessels
with protrusion of endothelial cells into the
lumina and an inflammatory infiltrate composed
of lymphocytes and eosinophils. We present the
case of a patient diagnosed with disseminated
form of ALHE.

Clinical case

A 64-years old male patient is consulted for
the presence of numerous dark red papules and
nodules, between 2 and 8 mm in size, located
on the head, neck, trunk and limbs (fig. 1, 2).
The patient presented no lymphadenopathy.
Histologically, in the upper and deep dermis,
there was a proliferation of small blood vessels
showing protrusion of endothelial cells into the
lumina, surrounded by an inflammatory infiltrate
consisting predominantly of lymphocytes but
also histiocytes and eosinophils (fig. 3, 4).
Immunohistochemistry revealed lymphocytes
that showed L26/CD20, CD3, CD4, CDS.
Laboratory tests were normal except for a slight
blood eosinophilia. Cryotherapy was performed
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Fig. 1. Mai multe papule eritematoase si noduli pe zona
cervicalid
Fig. 1. Multiple erythematous papules and nodules on the
cervical area

Fig. 2. Papule de culoare rosu inchis diseminate si noduli
pe trunchi
Fig. 2. Disseminated dark red papules and nodules on the
trunk

Fig. 3. Proliferarea abundentd de vase de singe mici si
infiltrat inflamator in dermul superior si profunde (HE
pata, marire x 10)

Fig. 3. Abundant proliferation of small blood vessel and
inflammatory infiltrate in the upper and deep dermis (HE
stain, magnification x 10)

Discutii

Hiperplazia angiolimfoidda cu eozinofile
(HALE) este o afectiune vasculo-proliferativa
localizatd clasic pe cap si gat'.

Afectiunea a fost descrisa pentru prima data
in 1969 de Wells si Whimster?, acestia prezentand
9 pacienti cu varste cuprinse intre 19 si 43 de ani,

Fig. 4. Proliferarea vaselor mici, cu proeminenta celulelor
endoteliale in Lumina, inconjurat de un infiltrat inflamator
format din limfocite, histiocite si eozinofile (HE pata,
mrire x 80)

Fig. 4. Proliferation of small vessels with protrusion of
endothelial cells into the lumina, surrounded by an
inflammatory infiltrate consisting of lymphocytes,
histiocytes and eosinophils (HE stain, magnification x 80)

with complete resolution of lesions after 2
months of treatment without subsequent relapse.

Discussion

ALHE is a vascular proliferative condition
classically localized on the head and neck!. It was
first described in 1969 by Wells and Whimster?
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5 femei si 4 barbati cu una sau mai multe leziuni
localizate pe cap si gat insotite de eozinofilie
sanguind. Patru dintre acesti pacienti prezentau
limfadenopatie regionald. Pentru HALE au fost
folosite si alte denumiri precum pseudo sau
granulom atipic subcutanat, hiperplazie angio-
blasticd limfoidd subcutanata cu eozinofilie sau
angioplazie papuloasd ! 3. Desi initial s-a con-
siderat cd HALE si boala Kimura reprezinta polii
aceleiasi afectiuni, ulterior o serie de aspecte
clinice si histologice au ardtat cd in realitate
acestea sunt doud entitati distincte.

Patogeneza HALE rdmane in continuare
necunoscutd. O serie de autori considera HALE
ca si o inflamatie vasculard secundard unui
complex de mecanisme imunologice. Suntul
arterio-venos observat la 42% dintre pacientii cu
HALE este considerat de o serie de autori
principalul mecanism etiopatogenic In aparitia
afectiunii* . Predominanta limfocitelor T si
rearanjarea receptorului TCR in cateva cazuri au
condus o serie de autori la presupunerea ca
HALE este o neoplazie de grad scazut secundara
unor stimuli variati*5. In aparitia afectiunii au
mai fost incriminate si Intepdturi de insecte,
traumatisme, infectii sau hormonii sexuali
incriminati prin prevalenta mai crescutd a bolii la
femei, uneori la gravide sau pe perioada
administrarii hormonilor sexuali.

HALE este mai frecvent intalnitd in Asia,
indeosebi Japonia, dar este Intdlnitd si la
caucazieni si mai rar la negri. HALE pare mai
frecvent intalnitd la femei, cu toate ca studii
efectuate in Asia aratd o predominanta
masculind®, afectdnd pacienti cu vérste cuprinse
intre 20 si 50 de ani, media varstei fiind de 30-33
de ani®. Afectiunea este mai rar intilnitd la
batrani si In populatia pediatricd neasiatica.

HALE este o afectiune neobisnuitd dar nu
rard, caracterizata prin prezenta de obicei a unei
singure leziuni si in 20% din cazuri a mai multor
leziuni reprezentate de papule in formd de dom
sau noduli subcutanati de culoare rosu-brun,
pruriginosi, cu suprafata lucioasd sau acoperita
uneori de cruste secundare gratajului. Leziunile
sunt localizate pe cap si gat iIn mod particular pe
urechi si periauricular. Au fost notate si localizari
pe scalp, buze, limb4, orbitd, conjunctiva si chiar
diseminate. HALE poate persista timp de ani cu
tendintd redusd de remitere, fard aparitia de

who reported nine patients aged between 19 and
43 years, five women and four men, with single
or multiple lesions on the head and neck
associated with blood eosinophillia. Four of these
patients had regional lymphadenopathy.
Previously ALHE had been described as pseudo-
or atypical pyogenic granuloma, subcutaneous
angioblastic ~lymphoid hyperplasia with
eosinophilia, and papular angioplasial?.
Although initially thought ALHE and Kimura’s
disease represent the poles of the same disease,
subsequently a series of clinical and histological
aspects showed that in fact they are two distinct
entities.

The pathogenesis of ALHE remains
unknown. A series of authors consider ALHE as
vascular inflammation secondary to complex
immunological mechanisms. Some authors
consider that arteriovenous shunt is the main
etiopathogenetic mechanism observed in 42% of
the cases*®. The predominance of T lymphocytes
and a rearrangement of TCR receptor in some
cases made some authors suppose that ALHE is a
low-grade neoplastic disease secondary to
various stimuli* °. In occurrence of this disease
have also been incriminated insect bites, trauma,
infections or sex hormones (incriminated by
increased prevalence of the disease in women,
sometimes in pregnant women or during
administration of sex hormones).

ALHE is more common in Asia, especially in
Japan, but is also seen in Caucasians and less
commonly in blacks. ALHE seems more common
in women, although Asian studies showed a
male predominance®, affecting patients aged 20
to 50 years, with a mean age of 30-33 years. The
disease is less common in the elderly and non-
Asian pediatric population®. ALHE is an unusual
but not rare condition, characterized by the
presence usually of a single lesion and in 20% of
cases of multiple lesions represented by pruritic,
red-brown, dome-shaped papules or
subcutaneous nodules, with shiny surface, often
covered by crust secondary to scratching. The
lesions are located on the head and neck,
particularly on the ears and periauricular area. It
was also reported localizations on the scalp, lips,
tongue, orbits, conjunctiva or even disseminated.
ALHE may persist for years with low tendency to
remission, but without the risk of serious
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complicatii serioase inclusiv malignizare.
Aproape 1/5 dintre pacienti prezintd
limfadenopatie iar eozinofilia sanguind este
inconstant Intalnitd la 21% dintre pacienti.

In HALE aspectul histologic este caracteristic
constdnd dintr-o proliferare de vase sanguine
mici si prezenta unui infiltrat inflamator dermal
format din limfocite si eozinofile. Vasele sanguine
sunt delimitate de celule endoteliale rotunde cu
protruzie in lumenul vascular comparate cu
,clous de tapissier” (hobnail) sau cu pietrele
funerare (tombstone). Imunohistochimia
evidentiazd o predominantd a limfocitelor T°.

Examenul radiologic, MRI sau angiografia
sunt efectuate pentru depistarea unei eventuale
afectari organice in HALE.

Diagnosticul diferential al cazurilor de HALE
cu leziuni diseminate, la fel ca si in cazul nostru,
trebuie facut cu afectiuni care prezinta papule si
noduli diseminati pe suprafata tegumentului
precum sarcoidoza, sifilisul, neurofibromatoza,
xantoamele diseminate, xantoamele eruptive,
keratoacantoamele eruptive, tricoepitelioamele
multiple, fibrofoliculoamele multiple, trico-
discoamele multiple, histiocitoma progresiva
nodulard, histiocitoamele eruptive generalizate,
leishmanioza, intepéaturile de insectd, neoplaziile
angiomatoase, granuloma pyogenicum cu leziuni
satelite, sarcomul Kaposi.

Boala Kimura, principalul diagnostic
diferential, se deosebeste de HALE prin
predominanta masculind si clinic prin prezenta
de noduli mai profunzi, cu dimensiuni de peste 2
cm, rar pruriginosi, insotiti de limfadenopatie.
Deosebirea dintre cele doud afectiuni consta si in
aspectul histologic diferit al acestora, in boala
Kimura vasele proliferate fiind delimitate de
celule turtite iar infiltratul inflamator formeaza
foliculi limfatici (limfoizi) inconjurati de fibroza
localizati in derm, hipoderm si muschi.
Eozinofilia sanguind si imunoglobulinele E serice
sunt caracteristice bolii Kimura.

in privinta tratamentului, excizia chirurgicala
reprezintd tratamentul de electie in formele cu
leziuni reduse. Recidivele apar indeosebi dupa
exciziile incomplete, fiind observate in 30% din
cazuri’. Crioterapia este o metodd eficientd in
formele diseminate. Metoda este folositd atunci
cand proliferarea vasculard reprezinta trasitura
proeminentd a afectiunii. Aceastd metoda a fost
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complications including malignancy. Almost one
fifth of patients have lymphadenopathy and
blood eosinophilia is inconstant found in 21% of
patients®.

In ALHE |histological appearance is
characteristic consisting of a small blood vessel
proliferation and a dermal inflammatory
infiltrate consisting of lymphocytes and
eosinophils. Blood vessels are delimited by round
endothelial cells which protruded into the lumina
and resulted in a characteristic ‘clous of tapissier’
(hobnail) or ‘tombstone’ appearance. Immuno-
histochemistry reveals a predominance of T
lymphocytes®. Radiological examinations such as
MRI or angiography have to be performed to
determine the visceral involvement in ALHE.

The differential diagnosis of disseminated
form of ALHE should be done with conditions
presenting disseminated papules and nodules
such as sarcoidosis, syphilis, neurofibromatosis,
disseminated xanthoma, eruptive xanthoma,
eruptive keratoacanthoma, multiple trichoep-
ithelioma, multiple fibrofolliculoma, multiple
trichodiscomas, progressive nodular histio-
cytoma, generalized eruptive histiocytoma,
leishmaniasis cutis, insect bites, angiomatous
neoplasias, granuloma pyogenicum with satellite
lesions, Kaposi sarcoma, etc.

Kimura’s disease, the main differential
diagnosis of ALHE, differs by the masculine
predominance and clinically by the presence of
deeper nodules with sizes exceeding 2 cm,
seldom pruriticc, accompanied by lym-
phadenopathy. The difference between the two
conditions also consists in their different
histological appearance; in Kimura’s disease
proliferated vessels are delimited by flattened
cells and inflammatory infiltrate forms lymphoid
follicles surrounded by fibrosis located in the
dermis, hypodermis and muscle. Blood
eosinophilia and elevated serum immunoglob-
ulin E are characteristic for Kimura’s
disease.

In terms of therapy, surgical excision is the
treatment of choice in forms with fewer lesions.
The recurrences occur especially after incomplete
excision, being noted in 30% of cases’.
Cryotherapy is an effective method in
disseminated forms. It is used when vascular
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aplicata cu succes si in cazul nostru cu disparitia
completd a leziunilor si fard recidiva ulterioara.
Alte terapii utilizate iIn HALE sunt
electrodesicatia, radioterapia, tratamentul cu
corticoizi intralezional sau sistemic, injectarea de
substante sclerozante, retinoizi sistemici,
fototerapia, sulfatul de vinblastind sistemic,
pulsed dye laser, laser COz.
In ciuda multitudinii de tratamente utilizate
in HALE, o eficienta reala a acestora nu a fost
dsitd, observandu-se recidive frecvente.
Incercdrile terapeutice actuale se bazeaza pe
folosirea de medicatii precum imiquimode si
mepolizumab cu inhibarea interleukinei® care
interfereaza cu producerea si activarea
eozinofilelor®. Interferonul este acceptat in
prezent ca prima linie de tratament in afectiuni
angioproliferative benigne precum heman-
gioamele sau sarcomul Kaposi, iar Oguz si colab.’
au folosit interferonul a2b in tratamentul HALE.
Wang si colab.!? au prezentat un caz de HALE
tratat cu unguent tacrolimus 0.1% cu disparitia
leziunilor dupéd 14 saptamani de tratament si fara
recidiva ulterioara.

Concluzie

Forma diseminata a HALE este rar intalnita
punand probleme de diagnostic diferential si
tratament.
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