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was positive but the rest of tested benzodiazepines were
negative.

Previous reports? suggest that there is no cross-reactivity
among benzodiazepines. Diazepam is the most similar ben-
zodiazepine to tetrazepam, the only difference between
them is the presence at position 5 on the diazepine ring
of phenyl in diazepam and clohexen in tetrazepam, and
this cyclohexene conformation could explain tetrazepam
sensitisation.® Our patient also tolerated oral administration
of diazepam and other benzodiazepines. Due to the biopsy
result and the positive patch test, an oral challenge with
tetrazepam was not performed.

We have reported a type IV hypersensitivity reaction con-
firmed by biopsy as an unusual chronic eczematous reaction
caused by tetrazepam with probed tolerance to other ben-
zodiazepines.
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Based on a patient: Dermographism should
be routinely investigated before every
provocation test

To the Editor,

Drug provocation tests (DPTs) are widely considered to be
the gold standard to establish or exclude the diagnosis of
drug allergy or intolerance." However, some causes such
as self infliction, psychological or dermatological problems
may lead to false-positive results when performing DPTs.’
Hereby, we report a child who admitted to our clinic with
suspicion of drug allergy and was consequently diagnosed as
symptomatic dermographism.

A 12-year-old boy was admitted to our outpatient depart-
ment because of suspected drug allergy. He suffered from
itching, hives, swelling of eyelids, nausea, malaise, dizziness
and dyspnoea within 30 min after taking 100 mg acetylsali-
cylic acid (aspirin®) perorally, 2 years ago. He had similar
complaints, within half an hour after 500mg of metami-
zole sodium, and 15 min after 500 mg acetaminophen 1 year
and 4 months ago, respectively. He was admitted to the
emergency room and diagnosed as anaphylaxis in all three
incidents. There was no family or personal history of drug
allergy or atopy. Open drug provocation tests in order to
obtain an alternative analgesic drug were performed on

different days. His physical examination and pulmonary
function tests were within normal limits before each
DPT.

The drug doses in provocation tests were initially
adjusted as 1/8 of the patient’s ordinary doses and dou-
bled after every 30 min. The procedure was suspended for
at least 1 week between two DPTs. Initially, a DPT with
ibuprofen was performed. However, the test was terminated
when a few urticarial plaques on his trunk occurred within
20min after the first dose. Additionally, he suffered from
itching, nausea and malaise. His blood pressure and oxy-
gen saturation remained within normal range and he had
no angio-oedema. One and 2 weeks later, DPTs were per-
formed with meloxicam and nimesulide, respectively. In
both DPT, a few linear urticarial plaques were seen on his
trunk following the first dose. Thereafter, symptomatic der-
mographism was established with a blunt object pressed
along his forearm which caused hyperaemia, oedema and
itching within 10 min. Finally a DPT with placebo was per-
formed and once again urticaria plaques occurred on his
trunk following scratching and itching. Consequently, a DPT
with benzydamine was performed as preventing physical
stimuli that may trigger the symptomatic dermographism
and no reaction was seen.

Non-steroidal anti-inflammatory drugs (NSAIDs) have
been reported to be the second most common cause of
drug hypersensitivity reactions in childhood.? There were
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signs of anaphylaxis due to NSAIDs such as acetylsalicylic
acid, acetaminophen and metamizole sodium in the history
of our patient. We established positive DPTs with NSAIDs
such as ibuprofen, meloxicam and nimesulide (urticaria).
Many NSAIDs exhibit cross reactivity suggesting common
functional property of cyclooxygenase inhibition is somehow
involved in the pathogenesis.?

Drug provocation tests are considered to be the gold
standard tests whether used with other in vitro tests such
as skin prick tests. However, in clinical practice, they
are usually performed to find an alternative drug or in
patients with suspicious medical history.! Therefore, we
performed DPTs to provide an alternative analgesic because
of his consistent history of analgesic intolerance. We have
encountered positive provocation reactions after four
distinct provocation including placebo. Although the DPT
is the gold standard diagnostic method for drug allergy
or intolerance, false positive or false negative results
may occur during test procedure.? Some reasons such as
psychological problems or any underlying diseases such as
urticaria can lead to false-positive results.” As in our patient
symptomatic dermographism which is characterised by itch-
ing, hyperaemia, oedema followed by physical stimuli such
as scratches or compression of the skin may be potential
reason of false-positive provocation results.” Our patient
had no history suggestive of symptomatic dermographism.
Before the DPT, the patient was informed about the possible
symptoms that may evoke during the process. Therefore, he
may be psychogenically affected and the itching sensation
that developed during the DPT may be attributed to this
phenomenon.

Drug provocation test, performed by preventing physical
stimuli that may trigger the symptomatic dermographism,
was negative with benzydamine in our patient. His
medical history and clinical findings suggested anaphy-
laxis with acetylsalicylic acid, metamizole sodium and
acetaminophen. However, positive DPT results with meloxi-
cam, nimesulide and ibuprofen might have been triggered
by scratching. Actually, these provocation tests must be
repeated by eliminating physical stimuli that may trigger
symptomatic dermographism to make differential diagnosis
of symptomatic dermographism or drug allergy. However, as
we provided an alternative analgesic drug (benzydamine),
DPTs with meloxicam, nimesulide and ibuprofen were not
repeated.

In conclusion, even though DPTs are considered to be
the gold standard to establish or exclude the diagnosis of
drug allergy or intolerance, as we observed in our patient
some causes such as symptomatic dermographism may cause
false-positive test results. Careful investigation of symp-
tomatic dermographism before performing DPTs may be
helpful for the correct evaluation of test results. To our
knowledge there is no clear information in the guide-
lines regarding this issue although investigating pre-existing

symptoms such as urticaria has been suggested.’2>-8 Based
on this patient we suggest that symptomatic dermographism
should be routinely investigated as first step before all
provocation tests such as food or drug even without sug-
gestive history of symptomatic dermographism and in the
presence of symptomatic dermographism it should be per-
formed by eliminating physical stimuli.
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