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by codeine as a component of combination preparations.
Positive patch test results and cross-reactivity with codeine
and morphine have rarely been reported after systemic use of
opium alkaloids [1-4].
On the basis of similarities in the chemical structures of
phenanthrene derivatives, such as codeine and morphine,
the safest approach is avoidance of all chemically related
compounds in patients sensitized to any one of them (Figure).
Dextromethorphan is the methylated dextrorotatory analog of
levorphanol, which is a phenanthrene derivative. It is especially
interesting to note that our patient was able to tolerate
dextromethorphan (d-3-methoxymorphinan) following the
reaction to codeine. The use of H1 antihistamines could have
attenuated the effects of nonspecific histamine release, but
the association of chlorpheniramine with dextromethorphan
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Codeine (methyl morphine) is a widely used opioid that is
administered alone or in combination with other drugs, such as
antihistamines, decongestants, and mild analgesics. There are
few reports of generalized dermatitis induced by oral codeine
and cross-reactivity with morphine [1-4].
A 43-year-old man experienced 3 episodes of generalized
pruriginous rash after taking analgesic and antitussive
preparations containing codeine. The rash developed several
hours after taking Algidol (paracetamol 650 mg and codeine
10 mg), Bisolvon compositum (bromhexine, diphenhydramine,
ephedrine, and codeine), and Fludeten (paracetamol and
codeine 30 mg). The rash improved and disappeared by
desquamation 2 to 3 weeks after beginning treatment with oral
corticosteroids and antihistamines.
The patient subsequently tolerated Frenadol (paracetamol
650 mg, dextromethorphan, and chlorpheniramine) with no
adverse effects. He also received fentanyl as an anesthetic
with no further complications.
Patch tests were performed with opioids: codeine and
morphine (0.1%-1% aq), tramadol (0.1%-1% aq and pet),
meperidine (0.5%-5% pet), and naloxone (0.4 mg/mL aq).
These were read after day (D) 2 and D4, and reactions
were scored as recommended by the International Contact
Dermatitis Research Group. Skin prick testing was performed
with dilutions of commercial solutions of meperidine
(5 mg/mL), tramadol (1 mg/mL), and undiluted naloxone
(0.4 mg/mL), and intradermal testing was performed with
meperidine (0.0005 mg/mL), tramadol (0.1 mg/mL), and
naloxone (0.004 mg/mL). An immediate reading was obtained
after 20 minutes and late readings at D1, D2, and D4. Patch
testing with codeine and morphine gave positive results at all
concentrations, and negative results to the other drugs tested.
The immediate and late readings for the prick and intradermal
tests were negative.
We describe a case of generalized dermatitis caused
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Figure. Structural classification of opioid analgesics.
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does not prevent the triggering of a hypersensitivity reaction.
In fact, both codeine and diphenhydramine were implicated in
one of the episodes. Furthermore the good tolerance to fentanyl
(phenylpiperidine) suggested that opioids that are structurally
different to codeine and morphine congeners could be a safe
alternative therapy [5].
In conclusion, we report a delayed-type hypersensitivity
reaction to codeine with good tolerance to dextromethorphan
and fentanyl. The reaction justifies performance of skin tests
(patch, prick, and intradermal) with other opioids to identify
those that are harmless for the patient.
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Second-generation oral H1 antihistamines are recommended
as first-line treatment of allergic rhinitis (AR) [1]. In mild AR,
a single daily dose when symptoms appear is effective and has
no major side effects. We describe a rare side effect attributed
to levocetirizine in a patient with mild AR.
A 34-year-old man was admitted to the emergency
department due to rapid-onset intense pain in his left eye
accompanied by photophobia and blurred vision with halos
around lights. The symptoms started in the morning, a few
minutes after awakening. He denied any eye injury or any similar
symptoms in the past. His medical history was unremarkable
apart from a 5-year history of mild AR to house dust mites,
with mild exacerbations during winter. The symptoms resolved
with a single daily dose of 5 mg of levocetirizine, which he
took for a few days before stopping. The last dose was taken
the evening before onset of the presenting complaint. He denied
having taken any other drugs.
Physical examination, complete blood count, and
erythrocyte sedimentation rate were within the normal range.
Ophthalmologic examination of the left eye revealed bulbar
conjunctivitis and impaired visual acuity (8/10 vision). Slit
lamp examination and fundoscopy revealed iridocyclitis. The
left fundus oculi was normal with no signs of vasculitis. Eye
movements and pupillary light reflexes were normal. The
right eye was asymptomatic with no abnormal findings. No
diplopia was reported.
The patient was treated with topical dexamethasone sodium
phosphate (1 mg/mL, qid). Although there was no medical
advice or indication to discontinue levocetirizine, the patient
stopped on his own initiative.
The symptoms disappeared completely 4 days after
treatment was started. Follow-up at 7 days revealed full
recovery of visual acuity, with no signs of iridocyclitis or
bulbar conjunctivitis. Consequently, topical dexamethasone
was stopped.
Ten days later, the patient took another tablet of
levocetirizine at 10 PM. The following morning, he experienced
exactly the same symptoms. He was advised to restart treatment
with dexamethasone sodium phosphate. However, as he had
no access to the medication, application of cool compresses
for symptomatic relief was recommended. On this occasion,
levocetirizine was considered to have caused the symptoms and
was discontinued. The symptoms followed exactly the same
course and disappeared after 4 days. A week later, the results of
the physical and ophthalmologic examination were normal.
The lack of an association between the symptoms and
an underlying infectious or autoimmune disease, trauma, or
administration of an irritant-toxic topical or systemic substance
suggests that levocetirizine was the cause of iridocyclitis.
Moreover, the reappearance of symptoms and the self-limiting
spontaneous recovery after discontinuation reinforce the
suggested association.
Naranjo et al [2] proposed 7 criteria to establish causality
of adverse events by drugs. In our case, 4 of these 7 criteria
were met (recovery upon withdrawal of the drug, exclusion of
other causes, objectively documented event, and reoccurrence
on rechallenge). There is no evidence that the reaction would
become more severe if the dose was increased, or that similar
signs or symptoms will occur with other antihistamines in the
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future; therefore, a further two criteria are fulfilled. The criteria
met in this case are equal or superior to the evidence of causality
in uveitis with topical agents (eg, miotics), systemic agents (eg,
diethylcarbamazine, contraceptives), and intracameral agents
(eg, antiobiotics, cidofovir) [3]. Therefore, it seems highly
likely that iridocyclitis was induced by levocetirizine.
The duration of the symptoms was consistent with the
pharmacodynamic effect of levocetirizine on the skin, irrespective
of its plasma half-life [4]. However, an underlying pathogenic
mechanism cannot be proposed or even speculated [3].
To our knowledge, this is the first report of iridocyclitis
induced by an antihistamine. Since the last episode, the patient
has taken desloratadine and rupatadine, with no reoccurrence
of symptoms or side effects.
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The prevalence of systemic reactions to Hymenoptera
venom in Europe and the United States is around 3% [1].
Venom immunotherapy (VIT) protects susceptible patients from
subsequent life-threatening reactions [2,3]. In a conventional
VIT build-up schedule, injections are administered once
weekly for 12 weeks to reach the maintenance dose (usually
100 µg of protein extract) capable of providing protection
against a new sting [2]. Since VIT must be administered in
hospitals with the appropriate resources and experience, costs
are high because of frequent visits, travel time, and waiting
time. These drawbacks diminish adherence, although they
can be overcome using schedules with a rapid build-up phase
[4] based on cluster schedules [5] and depot extracts [6]. Our
objective was to determine the safety of a cluster schedule
comprising 6 doses over 2 weeks in the build-up phase of VIT
in patients who experience systemic reactions for 1 year.
From April 2008 to April 2009, we included patients
with a new diagnosis of bee venom allergy and indication for
immunotherapy: history of grade I to IV systemic reactions
[7] after a bee sting, risk of a new exposure, and positive
serum immunoglobulin (Ig) E to bee venom (CAP, Phadia,
Uppsala, Sweden) with or without a positive skin test result
(Pharmalgen, Alk-Abelló, Spain) [8].
We used Apis mellifera venom depot extract (Pharmalgen)
in a 2-day, 6-dose induction cluster schedule. On day 0, patients
received subcutaneous injections (5 µg, 10 µg, 20 µg, 20 µg) of
Apis mellifera venom extract on alternate arms at 30-minute
intervals. After the last injection, patients were kept under
observation for 2 hours. On day 7, each patient received 2
subcutaneous injections with 50 µg on alternate arms at
30-minute intervals and was kept under observation for 2
hours. This was followed by monthly administration of 100 µg
of venom extract. All the patients received information about
this protocol and gave their written informed consent. Patients
were pretreated with 6 mg of dexchlorpheniramine [9].
Fifty-four patients (17 females and 37 males; mean age,
40.4 years [range, 7-66 years]) who had experienced a systemic
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Table. Results of Systemic Reactions With a 6-Dose Cluster Schedule of Venom Immunotherapy in Patients With Systemic Reaction After Bee Sting
Diagnosis

Treatment With Venom Immunotherapy

Grade of
reaction

No. of
patients

Positive skin
test result

No. of
doses

Systemic
reaction

%

Local
reaction

%

I
II
IIa
III
IV

7
10
26
10
1

5
9
14
5
1

42
60
156
60
6

0
0
1
3b
0

0
0
0.64
5
0

6
12
28
9
3

14
20
18
15
50

Total

54

34

324

4

1.23

58

17.9

a

With bronchospasm
All in the same patient

b

reaction were included (Table). Skin prick test results were
positive in 14 patients and intradermal test results were positive
in a further 20 patients. Mean specific IgE to Apis mellifera was
22.09 kUA/L (range, 0.58-100 kUA/L; median, 8.74 kUA/L). Of
the 324 doses administered, immediate local reactions were
seen in 22 patients, all of them on the first day. These were
treated with ice and did not require the initial schedule to be
changed. Delayed local reaction was seen in only 1 patient.
Only 4 systemic reactions (urticaria) were observed. After
the build-up phase, 3 patients were re-stung spontaneously,
2 of them with good tolerance. The third patient suffered a
local reaction.
Bee VIT is effective at preventing new systemic events
[2]. Increasing the flexibility of immunization schedules can
improve adherence to potentially life-saving treatment. Rueff
and Przybilla [9] showed that administration of VIT with
aqueous extracts in inpatients is sometimes recommendable
and indispensable. However, the frequency of systemic effects
is lower if depot extracts are used, as shown by our results.
Although local reactions were observed in most patients, they
were mild and did not have to be treated with drugs and did not
require the initial schedule to be changed. Furthermore, local
effects were absent on day 7. No severe anaphylactic reactions
were observed, and none of our patients required treatment with
epinephrine. In conclusion, our data demonstrate the safety of
our 6-dose VIT protocol with a depot extract of bee venom.
Studies with wasp and yellow jacket venom depot extracts
will also be necessary.
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