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Abstract

Angina bullosa hemorrhagica (ABH) is an enigmatic oral
disorder described for the first time by Badham in 1967
to define blisters with a hematic content in the oral
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cavity and oropharynx unrelated to any hematological,
dermatological or systemic disease. The ABH is an
uncommon disease of the oral cavity distinctively
affecting adults, with the highest incidence over the
5" decade of life. This process is considered nowadays
to have a multifactorial etiopathogenesis, where mild
oral traumatisms can trigger the blisters in susceptible
individuals. Certain association on the onset of the
lesion with the chronic use of inhaled steroids and,
more controversially, with triggering systemic disorders,
such as, diabetes or hypertension has been described.
Characteristically, the ABH blisters are acute and are
located on the lining mucosa, more frequently on the
soft palate. Usually, the lesions are solitary and rupture
easily, resulting in a superficial ulceration that heals
quickly without scarring. The histopathological analysis
shows a subepithelial blister containing blood and direct
immunofluorescence on the epithelium is negative. The
differential diagnosis should consider all oral vesiculo-
bullous disorders with hematic content, including
mucocutaneos, hematological or cystic pathology. The
diagnosis of ABH is clearly clinical, although the biopsy
might be helpful on atypical or abnormally recurrent
cases. The general prognosis of ABH is good and the
treatment is symptomatic.

Key words: Angina; Bullosa; Hemorrhagica; Traumatic;
Blister

© The Author(s) 2015. Published by Baishideng Publishing
Group Inc. All rights reserved.

Core tip: Although it is an uncommon disease, the
angina bullosa hemorrhagica should be considered
in the differential diagnosis of oral vesiculo-bullous
processes. Acknowledging this entity will help in
differentiating it from important mucocutaneous and
hematological diseases such as pemphigus vulgaris,
mucous membrane pemphigoid or coagulation disorders.
In this review we analyze the main etiopathogenic,
clinicopathological, diagnostic and therapeutic aspects
of this enigmatic oral condition.
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CONCEPT

Angina bullosa haemorrhagica (ABH) is an uncommon
and benign subepithelial disorder appearing as hematic
blisters on the oral and oropharyngeal mucosa and
no relation with any dermatological, haemostatic
or systemic condition™. Badham!!! in 1967 defined
these lesions with this term, although according to
Stephenson et al” in 1987 and Grinspan et a/””! in
1999, similar lesions had been previously described
by other authors such as Haryng™ in 1890 referred to
this condition as “Traumatic Oral Hemophlyctenosis”
or Balifia® in 1933 as “Angina Ulcerosa Benigna”
1933. This entity has received multiple names, such as
Benign Hemorrhagic Bullous Stomatitis®® or Localized
Oral Purpura™. In 1994 Kirtschig and Happle!™ named
it “Stomatopompholyx hemorrhagica”, as “angina” was
an inadequate term for this disease. However, despite
all the attempts in changing its name, ABH continues
as the most commonly used term in the literature.

EPIDEMIOLOGICAL AND
ETIOPATHOGENIC ASPECTS

The ABH is an uncommon oral pathology, although its
real prevalence is unknown. The study performed by
Mehrotra et al”! in 2010 is the most accurate as they
analyze the prevalence of oral pathologies of the soft
tissue in a sample of 3030 Indian adults reporting a
prevalence of ABH of only 0.03%. Retrospective studies
show a prevalence of 0.5% on patients diagnosed with
ABH in Oral Medicine and Oral Pathology clinics®®.
However, many authors"1¥ estimate a higher preval-
ence of this disease, justifying its rare diagnosis to its
frequent asymptomatic character and the fast resolution
of the lesions, which would lead the patient to seek less
attention, thus to be undiagnosed.

This disease distinctively affects adult patients from
the 3™ decade of life, with a peak incidence over the 5"
decade[2,3,10,14—17].

Regarding the gender distribution, in his first
description, Badham'"! observed a higher prevalence
of ABH in women, although later published series of
cases”*' have shown that the differences between
genders are non-significant and, some authors*”!, even
describe a higher prevalence in males.

The etiopathogenesis of this lesion is yet unknown
thus being considered nowadays as a multifactorial
disease with local trauma on the oral mucosa as the
trigger on susceptible individuals™®. Several authorst,
have considered ABH an acquired disease without a
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recognized genetic component; however, some!**®!

have described certain familial predisposition in
developing ABH.

Classically, it has been suggested that a loss of
cohesion between the epithelium and the chorion
can cause the rupture of the subepithelial capillaries
after trauma and condition the emergence of a blood-
containing blister™,

Local trauma factors

An important percentage of the cases (35%-100%)
report a known triggering traumatic event, with the intake
of hard or crunchy foods as the most cited!!%**1>7:19,
Nevertheless, it is worth mentioning that, in a study™,
only 24% of the patients could identify the traumatic
factor. We believe that this datum is lower due to the
retrospective character of many ABH studies that force
the patient to remember the existence of a previous
traumatic event”,

Different foods are associated with ABH, including
toasts, chips and hot meals!”. Together with hard
and crunchy foods (75%), a previous intake of acidic
and citrus fruits has also been reported™’*®. As an
anecdote, other hard foods, such as a fish bone or a
chicken bone, have been linked*®!. Along with food,
beverage consumption has been associated with the
onset of ABH, although the type and its characteristics
are yet to be described™.

Several clinical cases are associated to trauma from
dental procedures, including impressions'”, dental
preparations””, a crown as a traumatic factor",
certain conservative treatments'®, the injection of local
anesthesia'®*?* or a periodontal treatment®®. Isolated
cases of ABH from other traumatisms have been
described, including intubations or endoscopies™?*®, or
even after coughing or sneezing roughly™**,

In 1987, Stephenson et al'” suggested the
suction habit as the main cause for the formation of
these lesions; although, incidentally, none of the 30
patients from their study described this circumstance.
Subsequently, de las Heras et al**”! described that the
suction habit could lead to multiple ABH lesions.

Drugs
Together with local traumatic factors, certain inhaled
drugs, mainly the chronic use of topical corticosteroids,
have been associated with the onset of ABH***°!, High
and Main™® performed a study in 1988 in two groups
of patients with asthma undergoing treatment with
aerosols, one with and one without steroids. When
comparing the incidence of ABH, lesions were present
only in the group using steroids (35.7%). In these
cases, the prolonged contact of the steroid with the
oral mucosa may cause epithelial atrophy and may
alter the distribution of the chorionic elastic fibers,
which would weaken the epithelium-connective tissue
junction, and would favor the onset of a subepithelial
blister in a local traumatic event!'*?%2,

Another inhaled drug linked to the onset of ABH is
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Figure 1 Clinical presentation of the disease. A: Blister on the right lateral border of the tongue; B: Superficial ulcer after rupture of the hemorrhagic bulla (4 d of

evolution).

Figure 2 Presentation and resolution of a clinical case. Blister with blood content (angina bullosa hemorrhagica) on the border of the tonge (A) and full clinical

resolution after 14 d of evolution (B).

Table 1 Association between angina bullosa hemorrhagica

and diabetes mellitus and hypertension

Ref. n Diabetes Hypertension
Grinspan et al® 54 24 (44%)" 0 (0%)
Giuliani et al™ 8 1 (12.5%) 0 (0%)
Yamamoto et al™ 1 4 (36.4%) 3 (27.3%)
Horie et al™” 16 1 (6.25%) 6 (37.5%)
Deblauwe and van der Waal"" 9 1(11.1%) 0(0%)
Serra et al™ 4 0 (0%) 2 (50%)
Martini et al"” 4 0 (0%) 2 (50%)
Rosa et al™ 47 4(85%)  17(32.2%)

'Includes patients with altered serological values of glucose and family
history of diabetes.

Ipratropium Bromide, an antimuscarinic bronchodilator™.

Systemic diseases

Badham!"! described in his study certain association
between ABH and systemic conditions, including
menstruation in some of his patients.

Subsequently, ABH has been linked to different
systemic processes, although this is still unfounded
as its etiopathogenic base is yet to be described. The
main systemic conditions associated with ABH are
diabetes mellitus and hypertension (Table 1).

The high prevalence of diabetes, described only by
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Grinspan et al! in 1999 is worth mentioning as 44%
of the ABH patients showed altered serological levels
of glucose or family history of diabetes mellitus. It is
possible that considering that both entities share the
same age range and that diabetes has a high incidence
among adults, it could be a coincidental relation and
not a direct pathological association.

Regarding hypertension, several authors!%'”
outline circumstances similar to diabetes mellitus.
Moreover, several cases of patients with chronic kidney
failure are described in the literature™*>*?,

CLINICAL CHARACTERISTICS

The characteristic lesion of ABH is a dark red-violet
blister with a hematic content!"! (Figure 1A and Figure
2A).

Two types of patients have been distinguished
according to its clinical presentation**!. Some, the most
frequent, have a large solitary lesion located in the
soft palate and recurring spaced in time; others, less
frequent, have a greater number of lesions in different
locations and with a higher recurrence rate. Subsequent
studies avoid separating into these subtypes as they
distinguish the solitary lesion as the most frequent
clinical presentation®*'**#®! Nonetheless, in 30% of
the patients multiple lesions are present, with up to 4
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simultaneous lesions being described!*>>%,

The formation of the blisters is characteristically acute
as the lesions may appear abruptly within secondst>*>**,
The lesions have a diameter of 0.3 to 4 cm, but generally
over 1 cm??!*%72>331 Degpite most authors, Rosa et
al™® in their study on 47 patients, observed that most
lesions measured less than 1 cm in diameter.

The lesions might cause mild unspecific discomfort
for which it may be diagnosed casually on a dental
revision****1%**1 However, Rosa et al'”, described pain,
mainly of a mild intensity, in 36.1% of their patients.

In some cases, and previous to the blister formation,
a burning or itching sensation, or even a stabbing pain
has been described!****,

Regarding the location of the lesions, there is
agreement in suggesting that the most affected site is
the soft palate, followed by the borders of the tongue
and the buccal mucosal**%1¥1>17.19 Nonetheless,
in addition to the above mentioned locations, cases
have been described in the ventral surface of the
tongue'?, the lip™**! and the floor of the mouth™***¢!, It
is important to point out that all of these locations are
part of the “lining mucosa” of the oral cavity which is
non-keratinized. Some authors™**?”! have defended
that the keratinized masticatory mucosa (hard palate,
gingiva and lingual dorsum) remains unaffected in
this pathology. Even so, several cases are described
in these locations™™***, In addition to the intraoral
involvement, Badham included lesions in the pharynx
and esophagus!'l.

The time the blister stays complete in the oral
cavity is variable, from a few minutes to hours®®'#1¢3>]
or even days®**, and depends on the location and the
size. When ruptured, generally spontaneously or while
eating, its hematic content is emptied giving rise to
an ulcerated area with minor symptomatology™*'%,
Martini et a/*®, described the formation of petechiae
in the periphery of the blister immediately after its
rupture, which they suggest to be caused by a venous
obstruction in the area, although it is unclear if it is a
cause or a consequence of the blister. A similar event,
although surrounding intact blisters, was described
by Hopkins and Walter in 1985™*%, defining it as an
“ecchymotic halo”. Furthermore, Grinspan et al'¥,
described that the blood in the blister may occasionally
be coagulated.

Although the blister is the defining lesion of ABH,
it is frail and the patient might seek attention for an
unspecific ulcer instead (Figure 1B)!'%'**), These
ulcers heal within 7-14 d without leaving scars (Figure
ZB)[2,3,16]_

The recurrence of ABH lesions is frequent, between
25% and 100% of the cases®*!%5161931 " \ith the
lesions appearing in the same location or on another
area of the oral mucosa™. It is interesting that, despite
most authors, Horie et al''”! show no recurrence in a
series of 16 cases.

The frequency of recurrence of ABH is variable,
with patients reporting lesions only once or twice per
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year while others show them continuously!>*,

Recurrences for more than 24 years have been
described™*?,

HISTOPATHOLOGICAL
CHARACTERISTICS

The cases where the ABH lesions have been biopsied
before its rupture show a subepithelial blister with
a hematic content and an atrophic squamous
epithelium surrounding the lesion'. A mild perilesional
inflammatory infiltrate, generally chronic, is also
observed™?. In certain cases, an abundant acute
subepithelial inflammatory infiltrate with a certain
perivascular disposition has been described".
The biopsy of the ulcer formed after the rupture of
the blister shows an unspecific ulcer with chronic
inflammatory infiltrate, mainly lymphocytic!*®..

Silver special staining has shown a decrease in
elastic fibers in the chorion™. In addition, a capillary
vascular hypertrophy, similar to that of patients with
diabetes or porphyria, has been described™.

Studies with direct immunofluorescence may
be useful to rule out other oral vesiculo-bullous
diseases of an immunological basis and with a poorer
prognosis, such as Pempighus Vulgaris or Mucous
Membrane Pemphigoid¥. Unlike these diseases,
direct immunofluorescence of ABH lesions is negative
for IgA, IgG, IgM, fibrinogen and the C3 complement
fraction. However, Stephenson et a”! described certain
basal positivity for IgG and C3 in some cases.

DIFFERENTIAL DIAGNOSIS

The differential diagnosis of ABH should be made
with all vesiculo-bullous diseases of the oral cavity,
including hematological disorders, mucocutaneous
immunological pathology and cystic pathology.

Some hematological pathologies, such as thrombo-
cytopenia or the von Willebrand Disease, may present
lesions similar to ABH!"**”! Therefore, a complete blood
test should always be performed, including coagulation
tests which in these cases are altered, while in ABH
are normal®'*¢],

In addition to these pathologies, Serra et a/**"
mention other hematological entities, including
leukemia and vasculitis that should be considered in
the differential diagnosis. In these cases, the lesions
are usually multiple and widespread appearing in other
locations of the body and generally producing systemic
symptoms.

The mucocutaneous immunological diseases are
the most important differential diagnosis of ABH and
should include pemphigus vulgaris, mucous membrane
pemphigoid, lineal IgA disease, epidermolysis bullosa
acquisita and bullous amyloidosis!*®!. All of these
pathologies have a characteristic immunological basis
and sometimes have clinical or even histological
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mainly those located in the soft palate and oropharynx,
as to decrease the possibility of causing obstruction of
the upper airway and avoiding an unpleasant choking
sensation on the patient™*>*7>°,

CONCLUSION

The ABH is an uncommon disease of the oral cavity and
oropharynx that should be considered when a blister
with a hematic content is observed. It is important
for the dentist to acknowledge this condition as to
differentiate it from other oral vesicular processes
with a poorer prognosis such as Pemphigus Vulgaris,
Mucous Membrane Pemphigoid or certain hematological
diseases.
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