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Successful Oral Corticosteroid with Doxycycline as Adjuvant Therapy in a Case
of Refractory Bullous Pemphigoid

Case Report
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Abstract

Bullous pemphigoid (PB) is a bullous autoimmune disease that often occurs in elderly people. It can be trig-
gered by age, drug use, trauma, ultraviolet exposure, radiation, genetic roles and stress. Treatment of PB with
topical and oral corticosteroid drugs remains the main option.! However, recent control trial studies have
shown the efficacy and safety of using doxycycline to reduce accumulated treatment dose and mortality. A 68-
year-old male presented with widespread, itchy bullae that ruptured, releasing clear fluid and forming dark
crusts. Physical examination revealed multiple tense bullae and erosions on the neck, trunk, and upper extrem-
ities. He was treated with oral and topical corticosteroids, wound care, topical moisturizers, and anti-inflam-
matory antibiotics. Clinical improvement was noted within 7 days, with continued follow-up over 2-3 months.
Combined with oral and topical corticosteroids, doxycycline offers potential as a steroid-sparing agent to
attenuate inflammation and prevent recurrence of PB.
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Introduction using doxycycline, dapsone, and immunosuppre-

ullous pemphigoid is the most common

bullous autoimmune disease in the adult pop-
ulation. The disease usually presents with itchy,
tense blisters often appearing as urticarial plaques.
PB occurs most commonly in the elderly. The
pathogenesis of PB is related to the immune sys-
tem, namely humoral and cellular responses to BP
180 and BP 230 antigens.? Risk factors for BP inc-
lude old age, neurological diseases, certain medi-
cations, and stress.5

Oral prednisolone has been the standard treat-
ment for bullous pemphigoid for more than 50
years, but it also comes with significant clinical
side effects in geriatric patients and an uncertain
optimal dose.® However, recent control trial stud-
ies have demonstrated the efficacy and safety of

ssion to reduce accumulated treatment dose and
mortality.2 Doxycycline is an effective short-term
therapy, can be a sparing agent for corticosteroid
therapy, a safe long-term therapy and does not
cause eosinophilia.” Another study showed that
treatment for PB with doxycycline 200 mg daily
resulted in acceptable short-term efficacy and had
a significant safety advantage at 1 year compared
to starting treatment with prednisolone 0-5 mg/kg
per day.8

Case Report

The patient, a 68-year-old male, came to the outpa-
tient clinic of RSUD Dr. Soetomo Surabaya with a
complaint of a blisters. The blisters contain fluid
and appeared since 3 months ago. Initially its app-
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eared on the left hand near the wrist, then spread
to the head, armpits, face then back and both han-
ds. Initially, they were small like prickly heat and
then turned into grimaces, widening and filled
with clear, transparent yellow liquid. Blisters are
also accompanied by itching. In addition, the pat-
ient also felt pain and stinging when the bulae
burst. The patient had been treated at the nearest
health facility, received methylprednisolone 40mg
(16mg-16mg-8mg) tablets orally, cetirizine once a
day and fusidic acid cream twice a day, but there
was no improvement. A previous history of this
kind of disease was denied. Family history similar
to the patient was denied. History of oil rubbing
was denied. Previous history of food and drug all-
ergy was denied. History of diabetes mellitus and
hypertension was denied.

The dermatologic status of the coli, fascia, capitis,
and superior extremity regions revealed multiple,
partially confluent, discrete tense-walled ulcers
measuring 0.5 cm in diameter, with some ulcers
showing rupture, erosion, and brownish crusts.
Nikolski sign was negative. Laboratory investiga-
tions were within normal limits. The patient was
then subjected to punch biopsy for histopathologic
examination with the results showing subepider-
mal nodules with parakeratosis, spongiotic, infla-
mmatory infiltrates of histiocytes and lympho-
cytes and eosinophil cells among collagenous tis-

Figure 1: Subepidermal blister with eosinophils.
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sue, which supported the picture of bullous pem-
phigoid. The immunoflorescence examination
showed positive results where band-like IgG
deposits were found in the basement membrane-
zone (BMZ).

The diagnosis of bullous pemphigoid was based
on anamnesis, physical examination, histopatho-
logic examination and immunoflorescence record.
Then the patient received methylprednisolone in-
jection therapy 0.5 ml (62.5 mg) once a day, cetiriz-
ine tablets 10 mg orally once a day, doxycycline
100 mg twice a day orally, desoxymethasone
cream 0.25% on red rashes on the body and extre-
mities, mometasone cream 1% on rashes on the
face and body folds, fusidic acid cream 2% on
wounds, and Vaseline album moisturizer applied
to the whole body. On the 7th day of treatment,
there were no new blisters, therefore the patient
was discharged with methylprednisolone therapy
which had been reduced to 48 mg per day, cetiriz-
ine tablets 10 mg once daily orally, and 2% fusidic
acid cream for wounds. At the control visit at the
outpatient clinic, no new blisters were found, so
the treatment was continued by lowering the cor-
ticosteroid dose . The dose of methyl-prednisolone
was decreased by 4 mg per week at each follow-
up, approximately two to three months until the
drug was not given.

Positive IgG
Precipitate on BMZ
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Figure 2: At the outpatient clinic (11 days after first
admission). There were no blisters, the scar appeared
pale in color.

Discussion

Bullous pemphigoid is the most common bullous
autoimmune skin disease, and its incidence is incr-
easing, partly due to its association with older age.
To date the treatment of bullous pemphigoid is a
challenge for clinicians. First-line treatment regi-
mens, either oral corticosteroids or potent topical
steroid applications can cause substantial mor-
bidity and mortality in the elderly. In other litera-
ture, PB can be triggered by trauma, ultraviolet
(UV) light, radiation therapy and there is a genetic
role of certain human leukocyte antigens (HLA)
that can increase the risk of developing the dis-
ease. There is also literature that mentions that
psychiatric disorders can also be one of the comor-
bidities of PB, namely stress.> The patient’s anam-
nesis denied any fever or trauma as well as previ-
ous drug consumption. The patient's work history
was that of a college lecturer. It is suspected that
exposure to high levels of stressors is one of the
triggers in this case.

The standard treatment for PB is systemic cortico-
steroids, but treatment of PB ultimately depends
on comorbidities and extent of disease. For local-
ized disease, less than 20% body surface area in
elderly patients, super-potent topical corticoster-
oids such as clobetasol can be used. Topical corti-
costeroids can be combined with nicotinamide
plus tetracycline, minocycline, or doxycycline has
shown success in some cases.1?

For extensive disease, systemic prednisone at a
dose of 0.5 to 1.0 mg/kg per day is recommended.
This dose of systemic corticosteroid controls the
disease in about two weeks and can be slowly
tapered over six to nine months or more. This
treatment regimen is limited by the patient's age,
comorbidities and side effects.3

In this case, the patient was given intravenous
methylprednisolone 62.5 mg (0.5 mL) per day and
after seven days was then given orally at a dose of
48 mg in divided doses. Because there was clinical
improvement with no new blisters, methylpredni-
solone therapy was reduced to a dose of 4 mg per
week. Follow up the patient for approximately 2-3
months with additional therapy in the form of des-
oxymethasone cream 0.25% twice a day on red
rashes, mometasone cream 1% twice a day for the
administration of body folds and red rashes on the
face neck, cetirizine 10 mg orally to treat pruritus,
and also fusidic acid cream 2% twice a day applied
to wounds or blisters that burst to prevent second-
ary infection. Doxycycline twice 100 mg orally was
given for anti-inflammation. In addition, Vaseline
album moisturizer was added to maintain skin
moisture.

In this case, we show that the strategy of starting
treatment for bullous pemphigoid with doxycy-
cline 200 mg daily results in short-term efficacy
compared to starting treatment with prednisolone
0-5 mg/kg per day. Doxycycline has been used as
adjuvant therapy in PB due to its anti-inflamma-
tory properties without immunosuppression.
Inhibition of matrix metalloproteinases and neu-
trophilic activation caused by immune complex
formation between IgG autoantibodies and PB
anti-gens prevents disruption of the dermal-epi-
dermal junction and can control PB recurrence.
Williams et al, said that doxycycline played a role
in disease control after 6 weeks of treatment com-
pared to prednisolone 0.5 mg/kg/day, accompa-
nied by a similar improvement in quality of life.
Patients receiving doxycycline experienced signif-
icantly fewer side effects with a reduced risk of
death.6

Tetracycline class antibiotics, such as doxycycline,
are used to treat PB, as they have anti-inflamma-
tory properties. In addition, some studies suggest
that the addition of doxycycline is more effective
in controlling new bullae and reducing the side
effects of long-term steroids.5¢ Another study pro-
vides new evidence that doxycycline has a positive
effect in controlling PB when used for initial treat-
ment rather than as a long-term treatment strat-
egy. This study confirmed that oral corticosteroids
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at a dose of 0-5 mg/kg per day are highly effective
for mild to moderate disease compared to doxycy-
cline. Doxycycline has a mechanism of action that
can reduce the activation and proliferation of T
cells, mast cells, and eosinophils, as well as inhib-
iting phospholipase A2 and proinflammatory
cytokines. Side effects of doxycycline can be ony-
cholysis and phototoxic.¢ In this case, there were
no side effects of doxycycline administration.

Both drugs are relatively inexpensive and availa-
ble worldwide. Where whole body applications of
high potency topical corticosteroids over many
months are ineffective. With the combination of
oral doxycycline plus potent topical corticosteroid
applications may be considered in preference to
practices currently initiating treatment with oral
prednisolone. This combination therapy can be a
choice between short-term therapeutic effective-
ness and long-term safety according to the severity
of the PB patient's disease.

In addition to the aforementioned drug treatment,
patients are also given education on the preven-
tion of disease recurrence, such as when doing
outdoor activities, they should be protected by
using sunscreen, closed clothes (long sleeves and
pants), hats, and sunglasses. Other education
relates to some of the side effects that may occur
due to long-term use of topical corticosteroid ther-
apy, and should not be used for more than two
weeks. It is important to maintain control and
medication adherence at outpatient clinic services
to prevent relapse.

One study reported that 8 out of 30 adult patients
with PB had remission after 15 months from active
lesions.1 In well-treated patients, a 50% remission
rate is achieved within three years of therapy. In
this case, there was clinical improvement over a
period of approximately 2-3 months of therapy.
The prognosis of this patient is dubia ad bonam.

Conclusion
Treatment of Bullous Pemphigoid with systemic
corticosteroid therapy combined with a steroid
sparing agent, such as doxycycline, may show
good results.
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