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Abstract

In this case report, successful use of omalizumab in the treatment of chronic urticarial and angioedema in a 24-
year-old female patient with an allergic reaction history to almost every drug including steroids and antihista-
mines was presented. She also had allergy against a large number of foods, which were confirmed by oral pro-
vocation, specific Inmunoglobulin E and allergy skin test.
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Introduction

Immunoglobulin E (IgE)-mediated allergic reactions
to drugs are usually against a drug or a group of
drugs, and multiple drug allergy syndrome is a rare
condition.! The definition of multiple drug allergy
syndrome varies in literature and is mainly defined
as adverse reactions associated with two or more
unrelated medications. In the provocation tests of the
majority of patients with a history of multiple drug
allergy syndrome, it is seen that reactions do not
recur in most cases.’

In this case report, successful use of omalizumab
in the treatment of chronic urticarial and angioedema
in a 24-year-old female patient with an allergic reac-
tion history to almost every drug including steroids
and antihistamines was presented. She also had
allergy against a large number of foods, which were
confirmed by oral provocation, specific IgE and
allergy skin tests.

Case

A 24-year-old female patient was referred to our
clinic because of allergic reactions followed by a
variety of drugs and food intake. The patient devel-
oped extensive urticarial rash following intake of
eradication for Helicobacter pylori with triple ther-
apy (amoxicillin, clarithromycin, and lansoprazole)

as well as after taking hydroxyzine, famotidine, and
ranitidine. Oral contraceptive drugs containing pro-
gesterone were administered due to ovarian cysts,
but these drugs caused urticarial complaints. Colchi-
cine was administered after the patient was diag-
nosed for Familial Mediterranean fever by genetic
studies. The patient described allergic reactions
such as urticaria and angioedema after using a large
number of nonsteroidal anti-inflammatory drugs
(NSAIDs) and antibiotics.

During the patients follow-up period in our clinic
in order to determine the safety of antibiotics and
NSAIDs, provocation tests were performed for many
drugs with incremental doses. After provocation
tests, variable degrees of urticarial reactions against
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ciprofloxacin, amoxicillin, ceftideron, doxycycline,
nimesulide, paracetamol, benzydamine, codeine, and
sodium salicylate were observed. In provocation tests
for clarithromycin and ultracaine, no reaction was
monitored. High serum IgE (sIgE) level was reported
against ampicillin, amoxicillin, penicillin G, penicillin
V, sulfamethoxazole, cephalosporin, tetracycline, and
erythromycin (> 100 kU/L).

During the dental examination, because of contact
with latex gloves, urticarial angioedema developed
on patient’s tongue, lips, and face. The patient
described similar reactions after contacting low latex
containing material such as steering wheel and gear
lever. The allergy skin test was positive for grass
pollen mixture and latex. Our patient did not have
asthmatic complaints and described short-term mild
rhinitis complaints in spring. The patient has noted to
have many allergic reactions against nuts, peanuts,
soy beans, wheat flour, and also against banana,
kiwi, tomatoes, potatoes, peaches, and known to be
cross-sensitive with latex. Positive sIgE antibody
(class IV and above) results were found against all
the above-mentioned foods (17.5 kU/L). The patient
stated having angioedema reactions shortly after
using cetirizine during follow-up period, urticaria
attacks raised after oral provocation tests adminis-
tered with cetirizine (tablet and suspension form),
desloratadine, and rupatadine. During dental surgery
following methylprednisolone injection, shortness of
breath, hoarseness, and short-term loss of conscious-
ness were developed due to serious allergic reaction.
Dexamethasone, deflazacort, and prednisolone
allergy skin tests were positive.

During the follow-up period, the patient who had
numerous urticarial angioedema attacks only after
contact with detected allergens (drug or food) in
general, began to experience spontaneous urticaria,
angioedema attacks almost every day despite the
fact that she paid excessive attention to the recom-
mended diet formed by considering latex, nickel,
salicylate allergies, and food sIgE values for the
last 2 months. Due to the patient’s current steroid
and antihistamine drug allergies, optimal treatment
of urticaria—angioedema has not been possible dur-
ing these attacks. Although only the feniramine
maleate (IV) has provided short-term relief of
symptoms, the disease could not be taken under
control and adrenaline was administered for some
attacks. Taking the patient’s IgE-mediated reac-
tions against many food and drugs into consider-
ation, omalizumab treatment was considered to be

beneficial and according to the asthma treatment
protocol, 300 mg anti-IgE therapy per month was
administered. Following the second dose, the
patient started to see benefits of the treatment sig-
nificantly, and after the third dose, this benefit has
been maximized. The patient’s dermatological
quality of life index was calculated to be 22 points
before omalizumab administration and six points at
the third month of the treatment.’

Discussion

Drug hypersensitivity reactions are classified as aller-
gic or nonallergic according to the immune system
joining the reaction. Patients who describe allergic
reactions for three or more chemically, pharmacologi-
cally, and immunogenetically irrelevant drugs and
allergy tests for these drugs with negative results (skin
prick tests (SPTs) and sIgEs) fit the situation called
“multiple drug intolerance syndrome” (MDIS).*
These patients believe themselves to be allergic to all
drugs. The vast majority of patients with drug aller-
gies are allergic to one drug or a group of drugs. Mul-
tiple drug allergy syndrome is defined as allergic
reaction against two or more structurally unrelated
drugs and is a rare condition.'

Our patient with no significant psychosomatic
complaints was thought to have MDIS in the first
place, but high sIgE levels against many different
groups of antibiotics, positive results in skin tests for
steroids, and also positive oral provocation test results
for many drugs with allergic reaction history showed
that our patient had the rare condition of “multiple
drug allergy syndrome”.

Multiple antibiotic allergies can be mentioned for
individuals having allergic reactions against two or
more irrelevant antibiotic groups in SPT or sIgE tests.
These patients form a very small fraction of patients
with a history of drug sensitivity. In fact, it is known
that in patients with multiple antibiotic allergy history,
IgE-mediated reactions can rarely be demonstrated.’
Our patient having high-sIgE level against beta lactam
antibiotics, erythromycin, and tetracycline suggests
that the patient has the capacity to develop allergic
reactions to almost every antibiotic.

Although the fact that a large number of latex
cross-reactive or non—cross-reactive food-allergic
reactions as well as the drug allergies are observed
in our latex allergic patient, it gives us the impression
of cross-reactivity between foods and drugs; the con-
cept of cross-reactivity to food and drugs in multiple

Downloaded from het.sagepub.com at CILEA Bibliosan on November 16, 2013


http://het.sagepub.com/
http://het.sagepub.com/

Kutlu et al.

drug allergy patients is often quoted but not supported
by the current literature.®

Coexistence of allergic reactions to steroid and
antihistaminic drugs in our patient, which is a rare
condition, suggests a possible sensitivity to drug
additives. Numerous additives including food pro-
teins used as preservatives and coloring substance
during the production phase can cause reactions as
hidden allergens. In some cases, patients who had
anaphylactic reactions after systemic steroid admin-
istration and have cow’s milk hypersensitivity, the
main agent causing reaction was shown to be lactose
used as an additive.” Our patient had no problems
after milk and dairy products intake. Although it is
not easy to demonstrate the role of additives in aller-
gic reactions, sufficient data are available showing
that the patient had IgE-mediated multiple drug
allergy.

Omalizumab is a humanized, monoclonal IgG anti-
IgE antibody that binds specifically to circulating IgE
molecules, thus interrupting the allergic cascade, and
it is licensed for use in severe asthma. However, a
growing number of reports suggest that anti-IgE treat-
ment may also be beneficial to patients suffering from
other IgE-related conditions, including cold urticaria,
solar urticaria, chronic spontaneous and autoimmune
urticaria, symptomatic dermographism, idiopathic
angioedema, peanut allergy, latex sensitivity, sys-
temic mastocytosis, and so on.®'

Anti-IgE therapy with omalizumab decreases
serum free IgE levels and downregulates expression
of High-affinity immunoglobulin E receptors (FceRI)
on mast cells and basophils. The downregulation of
FceRI expression is associated with a loss of sensitiv-
ity to allergen challenge and a reduction in mediator
release.®

Biiyiikoztiirk et al. proposed that omalizumab is a
treatment agent in treatment-resistant chronic sponta-
neous urticaria (CSU) and idiopathic angioedema
patients who feel hopeless and restricted because of
their disease.” Their results show that omalizumab
therapy was also effective in a real-life setting for
refractory CSU and idiopathic angioedema. There-
fore, our patient who had allergic reactions against
almost every drug including antihistamines and ster-
oids had to be treated with the omalizumab also. For
this reason, we used omalizumab as the only option
for the chronic urticaria treatment. The fact that our
patient benefited significantly from omalizumab
treatment shows the important role of IgE for
urticaria-angioedema reactions in the etiology.
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