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Bullous pemphigoid induced by Hijama
therapy (cupping)
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ABSTRACT Bullous pemphigoid (BP) is described as a subepidermal blistering disorder, which is commonly re-
ported among the elderly, particularly those older than 60 years of age. In this report, we present the
case of a 41-year-old female patient with BP lesions that were initially detected at the site of Hijama
therapy with a subsequent generalized spread. Punch biopsy from the lesions and perilesional direct
immunofluorescence (DIF) demonstrated features of BP. The anti-BP180 level was 178 RU/mL, and
the anti-BP230 level was negative. BP antigens at the site of Hijama caused an antibody response,
which led to widespread blistering over the trunk due to epitope spreading. In a comprehensive review

of the literature, a total of 22 BP patients with lesions due to physical trauma were studied, and clini-

cal, immunological, and epidemiological information was gathered. This article is the first report on
the occurrence of BP induced by Hijama therapy.

Introduction

Bullous pemphigoid (BP) is a common subepidermal blister-
ing disease. It is a generalized skin disorder that appears as
tense bullae on the extremities, flexures, and trunk. Trauma
is considered a rare triggering factor for this disease [1].
Hijama therapy (cupping), as mentioned in Islamic Hadiths,
is a traditional procedure that employs special cups for pain
alleviation. In wet cupping, after the removal of the cups, sev-
eral small incisions are made at different points of the body

and vacuums are used to harvest blood [2]. Herein, we present
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the case of a female patient (41 years old) with BP lesions at
the site of Hijama therapy, which became generalized later
on. This case is significant, as this is the first report of BP

exacerbated mainly at the site of Hijama therapy.

Case Presentation

A 41-year-old woman was referred to our hospital with pru-
ritic blisters and erosions at the site of Hijama therapy on her
back. A few days earlier, she had undergone cupping without

heat on her back that resulted in the local formation of bul-
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lae immediately afterward. The lesions
then became generalized, involving the
anterior and posterior aspects of the
trunk. The patient had similar lesions
on her trunk 8 months ago; however,
she had not consulted a doctor. Those
lesions had spontaneously resolved
within 2 months.

The patient’s medical and drug his-
tories were insignificant. The physical
examination revealed multiple tense
bullae and erosions on the trunk, with
predominance over the Hijama ther-
apy site (Figure 1). The bullae were
about 10-15 mm in size and filled with
a clear fluid; there was no mucosal
involvement.

The histopathological examination
of the bullae at the Hijama therapy site
revealed poor cell subepidermal blister-
ing with a mild perivascular lympho-
cytic infiltration, as well as eosinophils
(Figures 2a-2b). In the basement mem-
brane zone, direct immunofluorescence
(DIF) of the perilesional skin revealed
the linear C3 deposition (Figure 3).
The anti-BP180 level was 178 RU/mL
(positive >20), and the anti-BP230 level
was 7.2 RU/mL (positive >20). The
anti-desmoglein 1 level was 2 U/mL
(negative <14), whereas the anti-des-
moglein 3 level was 1.7 U/mL (negative
<14). The complete blood cell count, as
well as other laboratory findings, was in
the normal range.

After reviewing the histopathologi-
cal and clinical findings at the Hijama
therapy site, a diagnosis of BP was
confirmed. The patient was started on
topical clobetasol propionate 0.05%
(3 tubes per day) that was to be
applied on normal skin. Skin lesions
improved and no new lesions appeared
after 2 weeks. This was followed by
tapering of topical corticosteroids

over 20 weeks with no signs of relapse.

Discussion

BP is described as an autoimmune blis-

tering disease, which involves cellular
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Figure 1. Tense bullae on the trunk, with a preference for the Hijama therapy site. [Copy-

right: ©2018 Shakoei et al.]

Figure 2. Histopathological features. (a) Subepidermal bulla and eosinophilic infiltrate in the

dermis. (b) Severe dermal eosinophilic infiltrate with papillary dermis edema (hematoxylin

and eosin stain; magnifications: ax40; bx100). [Copyright: ©2018 Shakoei et al.]

and humoral responses against the cuta-
neous basement membrane zone. It is
commonly reported among the elderly,
particularly those older than 60 years
of age [1].

Hijama is a complementary therapy
used in the treatment of hypertension,
polycythemia, headache, migraine, drug
intoxication, acne, cough, dyspnea,

facial paralysis, lumbar sprain, arthritis,

fibromyalgia, soft tissue damage, myo-
fascitis, chronic muscle pain, neurologi-
cal pain, and chronic nonspecific neck
pain [2,3]. Various types of cupping
include wet cupping, retained cupping,
flash cupping, moving cupping, medici-
nal cupping, and needle cupping.

The Islamic sayings (Hadiths) of
Prophet Muhammad emphasize the

effectiveness of Hijama therapy for
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Figure 3. Direct immunofluorescence shows continuous linear de-

position of C3 along the basement membrane zone (magnification
x400). [Copyright: ©2018 Shakoei et al.]

health [3]. Due to their religious beliefs, Iranians are inter-
ested in Hijama treatment. Many cupping procedures are
performed in Iran; however, only 13% of people consult a
doctor prior to Hijama therapy [3]. Wet cupping is performed
to ease the pain through local suctioning with special cups on
the selected areas, which are often the sites of pain. Following
the removal of the cup, a sterile scalpel is used to make small
skin incisions. The cup is then placed on the incision site in
order to draw blood and remove toxins [2].

Trauma (both sucking and abrasions) can change the vas-
cular permeability and trigger deposition of autoantibodies
in patients with subclinical BP [4]. Various factors, including
trauma, friction, insect bites, surgical wounds, burns, skin
grafting, radiotherapy, photo chemotherapy, and venous
access procedures, have been reported to induce lesions [5].

There are several theories for the induction of BP lesions
due to trauma. First, disruption of the skin due to trauma
might increase the expression of the basement membrane
zone antigens, leading to the initiation of an inflammatory
process with lower titers of circulating antibodies. Due to
the increased storage of circulating autoantibodies, besides
inflammatory cell recruitment (particularly granulocytes),
tissue damage can improve vascular permeability [4,6]. By
attaching to granulocytes, autoantibodies stimulate the com-
plement system and initiate a loop of inflammatory stimuli

[4]. Proteolytic enzymes of activated granulocytes, such as
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matrix metallopeptidase-9, degrade the BP180 extracellular
domain and can lead to the formation of bullae [4].

Physical factors, including UV radiation, radiotherapy,
and irradiation, can alter the basal membrane and expose
modified antigens, leading to the stimulation of autoantibody
formation, complement activation, and blister formation [6].
UV radiation and/or radiotherapy decrease T-cell immune
reactivity and lead to the development of antibodies targeted
against the proteins [4].

The epitope spreading phenomenon explains the exten-
sion of BP lesions. The targets of immune responses can even
be other epitopes of the same protein or proteins from the
same tissue [4]. According to the review by Danescu, the most
common factor inducing BP lesions is radiotherapy. The find-
ings showed that the interval between the onset of BP lesions
and activity of the trigger factor was less than 1 month, simi-
lar to our report [4]. The onset of new lesions may be only
limited to the site of trauma, or it may spread to other body

parts, as seen in our patient [4].

Conclusion

This article is the first report on the occurrence of BP lesions
induced by Hijama therapy. Despite Hijama therapy-induced
BP lesions being an uncommon presentation, physicians
should be cautious about the risks and consider the diagnosis

of BP in patients with blisters arising from Hijama therapy.
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