Dramatic improvement of bullous pemphigoid with
omalizumab in an elderly patient
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SUMMARY

A 70-year-old man with a history of hypertension was
evaluated in our dermatology department due to the
appearance of a clinical picture compatible with bullous
pemphigoid that was confirmed histologically. The lack
of response to topical and systemic immunosuppressive
treatment resulted in omalizumab being prescribed

in a multidisciplinary committee based on the clinical
and analytical findings and the patient’s refusal

to be treated with rituximab. The evaluation at 3
months showed the absence of blisters on the clinical
examination. No associated adverse effects were
observed. In the following 3 months the patient was
administered medication at home in the absence of

an anaphylactic reaction and with prior training by

the nursing staff of the Hospital Pharmacy Service.
After 6 months the medication was suspended with no
relapses for 6 months since the last dose. Omalizumab,
an anti-lgk monoclonal drug which has a good safety
profile with minimum adverse side effects should be
considered when there is a contraindication to the use of
intravenous therapies (eg, immunoglobulins, rituximab)
or prolonged immunosuppressive treatment (eg,
methotrexate, azathioprine).

BACKGROUND

Bullous pemphigoid (BP) is an autoimmune bullous
disease produced by IgG autoantibodies to BP180
or BP230, which clinically manifests as blisters and
erosions of the skin and/or mucosa. The classic
treatment is based on the use of high-potency
topical corticosteroids, systemic corticosteroids and
immunosuppressive drugs. However, novel treat-
ments have emerged, some of which are currently
being evaluated in clinical trials.

BP is a disease of low incidence and prevalence.
This means that treatments must often be selected
by case series, clinical practice guidelines and single
case reports. Two monoclonal drugs are being used
with relative success: rituximab (currently a phase I11
clinical trial has been completed: NCT00525616)
and omalizumab (without planned clinical trials but
with a better safety profile due to the experience
obtained in severe allergic asthma and spontaneous
chronic urticaria, as most of the side effects such
as arthralgia or pain at the site of injection do not
result in cessation of drug administration).

CASE PRESENTATION

A 70-year-old man with a history of hypertension
and dyslipidaemia was referred to our dermatolog-
ical outpatient clinic with a blistering rash on the
trunk and extremities for 3 months (figure 1A).
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Clinical examination showed tense blisters on an
erythematous base in these locations. The blisters
did not affect the face, palms and soles. The patient
reported itching measured on a visual analogue
scale of 9/10.

INVESTIGATIONS
Requested complementary tests including blood cell
count, general biochemistry, thyroid profile, auto-
antibodies, erythrocyte sedimentation rate (ESR),
immunoglobulins, C-reactive protein (CRP), Dimer
D and complement showed results within normal
except for eosinophils (0.59x10x3mL, 6.9%),
ESR (35 mm/hour) and IgE (7027 Ul/mL).
Histological examination showed subepidermal
blisters with an inflammatory infiltrate at the base
of the blisters which was mainly lymphohistiocytic
but rich in eosinophilic granulocytes and the latter
dominated in the blisters. Superficial perivascular
dermatitis was also present. By direct immuno-
fluorescence, positive C3 (++) and IgG (+++)
was identified at the basement membrane/dermo-
epidermal limit of the sample with IgA and IgM
weakly positive in the same location.

TREATMENT

Treatment was started with high-potency topical
corticosteroids (clobetasol propionate 0.05% in
maximum ointment 15 g/day) with no improve-
ment after 30 days. Second-line treatment was
prednisone 0.5 mg/day until symptom control and
then progressive dose reduction until relapse when
the dose fell below 10mg/day. The addition of
azathioprine as a corticosteroid-sparing drug did
not achieve improvement with an elevation of X3
transaminases. Treatment with methotrexate was
ruled out because of the liver dysfunction previously
reported with azathioprine. The patient was offered
treatment with rituximab 2 X 1 g doses 14 days apart
but he refused to sign an informed consent given
the potential adverse effects of the drug (progres-
sive multifocal leukoencephalopathy). The patient
was fully informed of the relative evidence bases
between rituximab and omalizumab.

A multidisciplinary committee consisting of
hospital pharmacists and dermatologists approved
treatment with omalizumab at a dose of 300mg
every 3 weeks according to the doses published
in the literature and review of the patient’s condi-
tion. A decision was made to review at 3 months
to determine the response and decide whether to
continue treatment or not based on a review of the
side effects at every visit.
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Figure 1
outcome at 3 months with omalizumab treatment.

(A) Tense blisters on the right leg with erosions. (B) Clinical

OUTCOME AND FOLLOW-UP

The evaluation at 3 months showed the absence of blisters in the
clinical examination (figure 1B). No associated adverse effects
were observed. In the absence of an anaphylactic reaction and
with prior training by nursing staff of the Hospital Pharmacy
Service, the patient self-administered omalizumab at home for
the following 3 months. After 6 months the medication was
suspended with no relapse for 6 months since the last dose.

DISCUSSION

BP is an autoimmune bullous disease characterised by the forma-
tion of subepidermal blisters due to the action of IgG antibodies
against the BP180 and BP230 proteins of the hemidesmosomes
of the keratinocytes of the basement membrane. Although
they are mostly IgG-type antibodies, IgE-type antibodies have
also been described and the participation of eosinophils in the
pathophysiology of the disease has been postulated.! Currently,
approximately 25 patients have had a satisfactory BP response to
omalizumab with a complete response reported in at least 19 of
them. Elevated eosinophil levels and IgE levels have been seen in
most of these patients.” The existence of IgE antibodies against
the NC16A domain of the BP180 protein has been demonstrated
in 77% of the series of patients with BP studied, as well as linear
deposits of IgE in the dermoepidermal junction in 41% of the
patients.® * However, in the largest series of patients published,
the basal levels of IgE and eosinophils did not predict the thera-
peutic response.’

Omalizumab is a recombinant humanised IgG1 monoclonal
antibody against the FCERI receptor for IgE, the dose of which is
adjusted according to IgE levels in severe allergic asthma but not
in chronic spontaneous urticaria. In the case of BP, by partially
blocking IgE it prevents mast cell degranulation and the subse-
quent release of inflammatory mediators including histamine,
cytokines and proteases. Many of these mediators would be
involved in the destruction of the dermoepidermal junction that
generates the formation of blisters.®

BP is a disease that affects mainly elderly and polymedicated
patients. The use of sustained immunosuppressive medication
should be carefully evaluated for its potential adverse effects.”
Once the main therapeutic routes have been exhausted, omali-
zumab is postulated as an interesting therapeutic alternative. As
it is an off-label medication, it is the responsibility of the hospital
pharmacist to review the patient’s medical history, including
previous pathology and possible drug interactions. There is no
unanimous opinion on the standardised use of omalizumab in
BP. The dose ranges from 300 mg/4 weeks to 300mg/3 weeks

with a clearance time ranging from 1 to 6 months. Concomitant
treatment with systemic corticosteroids is normally necessary,
which are usually suspended in cases of favourable evolution
once at least 50% clearance has occurred.’ Our patient received
the dose most commonly reported in the literature by the
majority of authors.' **7 In contrast to most of them, concomi-
tant treatment with systemic corticosteroids was not used in our
patient. Although no randomised clinical trials regarding the
use of omalizumab in BP have been started, dermatologists and
pharmacists have learnt how to use it based on the experience
with omalizumab in the management of bronchial asthma and
chronic urticaria. One of its main advantages is the versatility
of the dosage and individualised adjustment in relation to the
clinical response. In most of the reported cases omalizumab was
suspended after 6 months of treatment if there was a clinical
response.’ * In our case it was not necessary to reintroduce the
medication but, in those cases where it was necessary, the initial
response was recovered.

Omalizumab presents a good safety profile with a very
low rate of adverse effects including anaphylactic reactions,
arthralgia and injection site reactions. In cases where there is a
contraindication to the use of intravenous therapies (eg, immu-
noglobulins, rituximab) or the patient refuses some treatment
because of side effects or prolonged immunosuppressive treat-
ment (eg, methotrexate, azathioprine), omalizumab is an alter-
native to consider.®® Prospective studies that allow optimising
and defining a therapeutic protocol of consensual use between
doctors and pharmacists are needed to determine which patients
with BP would benefit from its use.

Patient’s perspective

Our patient has greatly appreciated the treatment with
omalizumab in BP, given the clinical result, and has emphasised
the training process by the nursing staff of the hospital’s
pharmacy service, which has allowed its home administration
with a high score on the TSQM9 test.'®

Learning points

» Bullous pemphigoid is an autoimmune bullous disease
characterised by the formation of subepidermal blisters due
to the action of IgG antibodies against the hemidesmosomes
of the keratinocytes of the basement membrane.

» Bullous pemphigoid is a disease that affects mainly elderly
and polymedicated patients.

» With regard to the use of omalizumab in bullous pemphigoid,
as it is an off-label medication it is the responsibility of the
hospital pharmacist to review the patient’s medical history,
including previous pathology and possible drug interactions.

» Omalizumab has a good safety profile with minimun
adverse side effects. Its use should be considered when
there is a contraindication to the use of intravenous
therapies (eg, immunoglobulins, rituximab) or prolonged
immunosuppressive treatment (eg, methotrexate,
azathioprine) as recommended by the European Academy of
Dermatology and Venereology."
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