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symptoms in the past two years. She also takes measure to
avoid Anisakis simplex.

Wine is the alcoholic beverage most frequently involved
in adverse reactions, most of them being due to the
non-alcoholic components used as preservatives, such as
sulphites.2

In asthmatic patients sulphite inhalation can cause bron-
chospasm depending on the amount of sulphur dioxide (S02)
and the severity of the underlying asthma.1,7

It is also important to know the type of wine, and the
possibility of allergy to hymenoptera.8

We report a female patient with poorly controlled
asthma who developed bronchospasm after drinking wine.
Once her underlying asthma was properly controlled, with
immunotherapy and dog avoidance, sulphite sensitivity sub-
sided. The patient does not have allergy to hymenoptera,
corroborated by clinical history and specific IgE antibodies.

Some previous studies suggest that sulphite sensitivity
in asthmatics could be related with poor asthma control.
These patients might be susceptible to cholinergic stim-
ulation, such as sulphite inhalation, which could trigger
bronchospasm.2
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Antihistamines in chronic urticaria: threat
or treat?

To the Editor:

Although antihistamines are the cornerstones for symp-
tomatic treatment of urticaria,1,2 sensitivity reactions to
antihistamines in systemic administration have been rarely
reported. In this sense, antihistamines may cause fixed drug
eruptions, urticaria and other hypersensitivity reactions.
Other than these reactions, in a limited number of cases
with chronic urticaria, antihistamines may exacerbate the
underlying disease, which eventually lead to a difficulty in
treatment. Here, we report two cases of chronic urticaria
exacerbated with antihistamines and discuss the way of find-
ing therapeutic options for these cases.

In both cases, patients first had skin prick and intradermal
tests with antihistamines. If the skin prick tests (SPT) and
intradermal tests (IDT) are negative, drug provocation tests
were performed. All tests were performed under strict med-
ical surveillance and written signed consents were obtained
prior to tests.

Briefly, SPT were performed with dilutions of 1/100,
1/10, undiluted and IDT with dilutions of 1/1000 and 1/100
of the tested drugs. A wheal diameter of 3 mm greater
than negative control and accompanied by erythema after
20 minutes was considered positive. Histamine and saline
served as positive and negative controls, respectively. The

drug provocation tests were performed in a single-blinded,
placebo-controlled design in which the patient was blinded.
The doses of the drugs used for DPTs were ¼ and ¾ of
the therapeutic doses. Tests were considered positive if any
sign of hypersensitivity reactions such as urticaria; angio-
oedema; laryngeal oedema; hypotension; dyspnoea; nasal
symptoms; 20% fall in FEV1 value; anaphylaxis; or other
rashes were observed during or after the test. The tests
were considered negative if no adverse reaction occurred
within 24 hours.

Case 1

The first patient was a 42-year-old woman who had chronic
recurrent urticaria for three years. She experienced gen-
eralised urticarial lesions especially exacerbating with
antihistamines like pheniramine maleate on several occa-
sions. As she developed urticaria with the use of several
other antihistamines of which she did not remember the
names, there was a difficulty in treating the urticaria.
On physical examination, she had generalised urticaria all
around the trunk, arms and legs. No other pathological
findings existed. Her routine blood and urine analysis were
in normal range. Allergic work up with SPT with common
aeroallergens and foods were negative. Other diagnostic
work up such as thyroid autoantibodies, and immunological
studies were in normal limits.
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She was first skin tested with cetirizine. Prick and intra-
dermal tests showed no reaction. However, she developed
urticaria in oral challenge with a cumulative dose of 10 mg
cetirizine. Therefore, she was tested with hydroxyzine,
acrivastine, fexofenadine and desloratadine on consequent
days in order to find safe alternatives. Although skin tests
with these drugs were negative, oral challenges all resulted
in urticarial reactions 3-4 hours after the administration of
each drug. Finally, she tolerated levocetirizine and lorata-
dine both in skin tests and oral challenges. Therefore,
she was recommended to use these antihistamines. In the
follow-up period, urticarial lesions showed good response
to these antihistamines.

Case 2

The second patient was a 28-year-old-man suffering from
chronic urticaria for seven years. His urticarial lesions were
exacerbated by alcohol intake and use of some analgesic
drugs. The patient also described generalised urticarial
lesions one hour after intramuscular injection of pheni-
ramine maleate. He was evaluated by a dermatologist and
advised to take desloratadine tablets. However, he again had
an urticarial reaction 3-4 hours after taking desloratadine
tablets. He was also prescribed for ebastine and fexofena-
dine which also resulted with urticaria. SPT and IDT with
the culprit drugs resulted negative. He developed urticar-
ial lesions in oral challenge with cumulative dose of 10 mg
tablet of ebastine 7 hours after taking the last dose and with
cumulative dose of 180 mg tablet of fexofenadine 6 hours
after taking the last dose. The patient refused to be submit-
ted to oral challenge tests with alternative antihistamines.

In this report, we presented two cases in which chronic
urticaria was triggered by several antihistamines. Regard-
less of underlying disease, chlorpheniramine maleate, and
diphenhydramine were the most common antihistamines
which cause hypersensitivity reactions. However, cetirizine
is the most common antihistamine, reported to lead to
hypersensitivity reactions in patients with chronic urticaria
and allergic rhinitis.6,7 Both of our cases had hypersensi-
tivity reactions to pheniramine maleate. But they also had
challenge proven hypersensitivities to new generation anti-
histamines such as cetirizine, fexofenadine, ebastine, and
desloratadine. So, one should be aware that even new gen-
eration antihistamines are capable of exacerbating urticaria
in particular patients.

A relationship between certain drugs and exacerbation of
urticarial lesions has been well documented for medications
such as analgesics).9 However, such a relationship with drugs
other than analgesics and urticaria is less defined. As the first
line treatment of the underlying urticaria, antihistamines
have been assumed as the drugs which least trigger urticaria.
However, together with the literature data, although it is
very rare, our cases suggested such a relationship for some
patients. The underlying mechanism of such a relationship is
not well understood. Metabolite haptenisation, enzyme defi-
ciency resulting in antibody production, and complement
activation are some examples.8 Although the majority of the
reactions are of an immediate nature, type I hypersensitiv-
ity is unlikely in the majority of the cases based on negative
SPT but positive DPT results.7,8 Suggesting this, hypersensi-

tivity reactions to chemically different antihistamines in the
same patient bring the possibility of a non-immune mediated
reaction. Rarely, a possible type 1 IgE mediated hypersensi-
tivity to some antihistamines such as diphenhydramine was
reported.3 Anaphylactic shock due to antihistamines has
been rarely reported.4,5 In terms of non-immediate reac-
tions, a type IV hypersensitivity was diagnosed by a positive
patch test in one case who had non-immediate reaction to
antihistamines.10

The long term management of these cases carry some dif-
ficulties in drug selection as these patients might develop
urticaria with use of chemically different antihistamines.
However, these cases need some safe alternative anti-
histamines for the treatment of urticaria. Assuming the
uncertainty of underlying mechanisms for immediate reac-
tions, skin tests usually provide limited data about the
tolerability of the antihistamines. Drug challenge tests are
recommended as the best way to see whether the patient
can tolerate a drug or not in such cases.1,2,7 Supporting this
data, negative predictive value of SPT was poor and DPT pro-
vided safe alternatives in the first patient, however, such an
option was not available for the second case as he refused
further testing.

Interestingly, Case 1 had hypersensitivity reaction to
desloratadine but loratadine and cetirizine but levoceti-
rizine. This is somewhat unexpected as desloratadine and
loratadine as well as levocetirizine and cetirizine share
similar chemical structures. However, as these groups (ie:
loratadine, desloratadine) revealed different drug challenge
test results, drug challenge test is still worthy for trying to
seek the tolerability of the other one in case of positive
reaction to sister drugs, as these drugs are highly effective
in treating urticaria.

In conclusion, although antihistamines rarely trigger
urticaria, this possibility should be kept in mind where an
exacerbation in symptoms after taking an antihistamine
occurs. If such a relationship is demonstrated, drug chal-
lenge tests are the best way to find a safe alternative to
these cases.
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Delayed hypersensitivity challenged by
subcutaneous Bemiparin

Bemiparin delayed type hypersensitivity

To the Editor:

Low-molecular-weight heparins (LMWHs) are now routinely
used in protocols for the treatment of suspected myocar-
dial infarction, unstable angina, deep vein thrombosis and
pulmonary embolus.

A 65-year-old woman with contact dermatitis to nickel
developed infiltrated itchy and big eczematous plaques at
the subcutaneous injection sites on the lower abdomen,
one week after beginning treatment with Bemiparin due to
an orthopaedic surgery. This drug was changed for Enoxa-
parin, tolerated during her admission, but days later she
complained of the same lesions.

In order to identify an alternative heparin and once
informed consent had been obtained, patch, intradermal,
and subcutaneous tests were performed with a panel of
unfractioned heparin (UFH), LMWHs and Fondaparinux.

Patch tests performed with Sodic Heparin, Bemiparin,
Enoxaparin, Dalteparin, Nadroparin, Tinzaparin and Fonda-
parinux were negative, except for Bemiparin which was
positive at 96 hours (eczematous plaque in application area)
and less clear for Enoxaparin. Intradermal tests with Sodic
Heparin, Enoxaparin, Dalteparin, Nadroparin, Tinzaparin
and Fondaparinux were negative except for Enoxaparin
which was positive at 24 hours.

Due to the necessity of anticoagulant treatment, sub-
cutaneous challenge test was developed with Nadroparin,
Dalteparin, Tinzaparin and Sodic Heparin, which were posi-
tive (itchy infiltrates and erythematous plaques hours later).
However, subcutaneous challenge test with Fondaparinux
was negative.

Heparins are complex mixtures of mucopolysaccharides
produced from porcine or bovine intestines and lungs.
Molecular weight differentiates UFHs (10-20 KDa) from
LMWHs (4-6 KDa)1.

Heparin eczema-like plaques result due to the binding
of the heparin molecule to dermal protein, triggering a
delayed-type hypersensitivity (DTH) reaction.2

The consulted bibliography shows the wide variability of
heparin cross-reactivity, among LMWHs themselves and also
between LMWHs and UFHs,1,3---6 so all heparins should be
avoided in such individuals.

According to what Ludwig published7, a substance with
a very low molecular weight is believed to reduce the fre-
quency of DTH reactions to LMWH. Bemiparin (3.7 Kda) is
supposed to be a suitable alternative when there is DTH
reaction5. In our patient Bemiparin probably caused DTH
reaction.

The study by Grims5 did not show a correlation between
molecular weight and the frequency of cross-reactivity, and
reported the first cases of cross-reactivity of Bemiparin with
other LMWHs. In this study Fondaparinux was well tolerated,
as happened to our patient.

Grims5 also found a particularly high cross-reactivity
between Enoxaparin and Bemiparin. He explains this cross-
reactivity because all patients had primarily been sensitized
to Enoxaparin and cross-reactivity to Bemiparin was high-
est with Enoxaparin probably due to a similar chemical
structure. We think our patient was sensitized first to
Bemiparin and later, due to the cross-reactivity between
them, she developed the eczematous plaques with Enoxa-
parin.

The use of a substance with an entirely different chem-
ical structure such as recombinant hirudin (Lepidurin) or
Fondaparinux (17 KDa) nearly excludes cross-reactivity with
LMWHs,5,6 but they must be probed because there are
described cases in the literature of type IV reaction to
Fondaparinux2,8 and anaphylactic reactions to Lepirudin.9

We challenged with other LMWHs that had negative patch
or intradermal tests to get an alternative and sure treat-
ment and, with the exception of Fondaparinux, all proved
positive. So patch and intradermal tests were partially use-
ful to find an alternative drug, with subcutaneous challenge
test being the best means of detecting the entire spectrum
of sensitisation.4,5

We have found in the literature some reports about
the intravenous heparin tolerance in patients with DTH
reaction.10,11,12 Gaigl et al.12 published a prospective study in
2004 in which 28 patients with a proven delayed-type hyper-
sensitivity to subcutaneous heparin were challenged with
intravenous heparin, being well tolerated for all of them.
So, in case of therapeutic necessity, the shift from subcuta-
neous to intravenous heparin would be justified12. A possible
reason for intravenous tolerance may be the difference in
antigen processing and presentation of selectively sensitized
lymphocytes in the dermis.11,12 Trautman and Seitz13 in their
report, consider that, although there are some prospective
studies supporting the use of intravenous administration of
heparin in patients with DTH reaction, substantial doubt still
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