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1) chronic pruritus may be induced by food
additives
2) this kind of food-additive intolerance
seems to be associated specifically with
sodium nitrate
3) chronic generalized pruritus caused by
food-additive intolerance might be more

common than generally believed.
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® H;-ANTIHISTAMINES are widely used

antiallergic drugs. Hypersensitivity

reactions to Hj-antihistamines have been
rare since the 1940s (1-5). We report the
case of a patient with skin reactions to some,
but not all, antihistamines, as demonstrated
by oral challenges.

A 57-year-old woman consulted her

general

practitioner for A rare case of skin

scalp itching and  (eactions to

erythematous dexchlorpheniramine

eruption the day  ang hydroxyzine.

after she her hair

dyed. She was first given
dexchlorpheniramine 2 mg. Hydroxyzine
50 mg and betamethasone 0.25 mg were
added 2 days later because of the persistence
of the symptoms. Four hours after the first
tablets, she experienced generalized
urticaria, which persisted for 5 days on
methylprednisolone 60 mg and hydroxyzine
100 mg daily, and disappeared after another
3 days on methylprednisolone alone
(hydroxyzine having been stopped because
of sleepiness). No etiology was looked at.
A vague and mild itching sensation had
persisted since that time. A month later, she
took cetirizine 10 mg for an exacerbation of
her itching and developed generalized
urticaria after 2 h. She recalled a similar
episode 7 or 8 years before with an
composite medication for influenza
containing triprolidine. She had no other
medical history apart from persistent
rhinosinusitis.

Four months after the initial symptoms,
the patient underwent skin prick tests to
codeine phosphate 9%, histamine phosphate
10 mg/ml (positive controls),
dexchlorpheniramine 5 mg/ml, hydroxyzine
50 mg/ml, and the most common
aeroallergens of our area. She also
underwent patch tests with
dexchlorpheniramine, hydroxyzine (5% in
petrolatum), and the European standard
series. The patient refused challenges to
dexchlorpheniramine and hydroxyzine,

which produced the most awkward reaction.

Single-blind, placebo-controlled challenges
with cetirizine, loratadine, mequitazine,
fexofenadine, mizolastine, and cimetidine
were performed. Increasing doses (starting
with 0.1 mg) were administered under strict
hospital surveillance at half-hour intervals,
until the cumulative daily therapeutic dose
was reached.

The patient had negative skin tests except
for the two controls, toluene diamine and
basalm of Peru patch tests. Skin tests to the
H,-antihistamines were negative.
Challenges were positive for all drugs but
mizolastine and cimetidine with a pruritic
maculopapular exanthema 2 (cetirizine
10 mg, loratadine 10 mg, and fexofenadine
120 mg) to 8 (mequitazine 10 mg) h after
ingestion of the last dose. The symptoms
rapidly disappeared after 60 mg of
prednisolone.

A few skin reactions to H;-antihistamines
have been described in the literature (1-5),
usually demonstrated by oral provocation
tests. Some mechanisms have been
suggested, including a type I IgE-mediated
reaction (because of a suggestive clinical
history and of positive intradermal tests to
diphenhydramine and cetirizine in two
cases) (2, 4), photosensitivity with
phenothiazines and terfenadine (5), and
paradoxical nonspecific histamine release
(3). The delayed diagnosis in our patient was
due to a true type IV hypersensitive reaction
to hairdressing products. The allergy testing
to Hj-antihistamines could not distinguish
any precise mechanism, but could clearly
demonstrate their responsibility and could

find a well-tolerated drug of the same class.
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o THE symptoms caused by the stinging
nettle (Urtica dioica), including wheal, flare,
and stinging sensation, resolve slowly within
hours, and are attributed to histamine
derived from the plant. Serotonine and
acetylcholine have also been detected in
stinging nettle fluid (1). We monitored

two potent wheal-forming mediators of

mast cells,

histamine and

LTC,, in stinging  gply weak release of
nettle-induced

No release of LTC, and

histamine in stinging
urticaria by the
CMA-

microdialysis method (2-4).

nettle-induced urticaria.

The skin was challenged by repeated
stroking with the stem and leaves of the

fresh nettle plant for about 30 s on a skin
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area of 2X2 cm above the microdialysis
probes that were inserted intradermally
about 5 cm apart in the anterolateral aspect
of the brachium. The wheal sizes were
measured at 15 min by the cutting-weighing
method. The wheal sizes ranged from 428 to
646 mm? (mean 529 +79 mm?) for the
histamine probe, and from 374 to 735 mm?>
(530+135 mmz) for the LTCy4 probe. The
mean intrasubject variation was 11.9%.
There was no correlation between the wheal
size and detected histamine.

The stinging nettle plant extract (10% w/v
in 0.9% NaCl), which contained 3360 nM
(373 ng/ml) histamine, was used for skin
prick and basophil histamine release tests
for three subjects, and the results were
negative. Previously, the nettle-hair extract
with a high histamine content did not induce
histamine release from dispersed mast cells
in vitro (1).

The histamine level due to probe insertion
trauma in the first 15-min fraction was
100.3 M (range 35-240 nM, n=5), and this
declined rapidly in the subsequent fractions
to 17.3, 11.8, 11.3, 7.8, and the baseline of
5.14+2.7 nM (mean +SD, n=6). An
immediate peak (at 15-45 min) and a weak
delayed (at 90-120 min) histamine peak
after the nettle challenge were detected with
a wide individual variation (Fig. 1).

The histamine in the first peak was
probably liberated from the mast cells. The
second low histamine increase may have

been due to diffusion of histamine from

stinging nettle (1) or to a delayed mediator
release from the mast cells or other cells. The
concentration of histamine in this study was
low compared to that in our previous studies
(2). In addition, to obtain a visible flare and
wheal, histamine concentrations of 150-500
and 1500-5000 nM, respectively, are
needed (4).

The immediate discomfort and stinging
sensation after the nettle contact suggests
that sensory nerves in the skin are involved
and activated. These may mediate the signal
with the released neuropeptides that in turn
activate mast cells to release low levels of
histamine, but not LTC4 (2, 5). No changes
in the levels of LTC4 were observed in the
fractions after the insertion of the
microdialysis probes (up to 90 min), nor
after the stinging nettle exposure. However,
under identical microdialysis conditions, we

have measured LTCy release (3).
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Figure 1. Histamine in 15-min microdialysis fractions after 30-s challenge with stinging nettle in six subjects
(F20, F24, F26, F37, M37, and M40). Flow rate was 4.4 pul/min.



