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Iodinated contrast media-induced acute generalized

exanthematous pustulosis confirmed by delayed

skin tests
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Clinical Implication
� Acute generalized exanthematous pustulosis is a rare
adverse reaction induced by iodinated contrast media. To
our knowledge, we report the largest case series confirmed
by skin testing. Another iodinated contrast media with
negative test results was safely administered.
TO THE EDITOR:

Although immediate hypersensitivity reactions to iodinated
contrast media (ICM) are well recognized, delayed cutaneous
reactions (1 hour to 7 days) are much less easily diagnosed. The
clinical manifestation usually is moderate, but sometimes serious
reactions may occur. To our knowledge, we report the largest
series of cutaneous delayed reaction that presented as acute
generalized exanthematous pustulosis (AGEP) after ICM
administration confirmed by skin testing. Skin tests performed 6
weeks after AGEP included patch tests followed by intradermal
tests (IDT).1,2 ICMs tested were the same for all patients (iox-
aglate, iomeprol, iopamidol, iodixanol, iohexol, iobitridol). Patch
tests were conducted with undiluted ICM. Readings were con-
ducted on days 2 and 4. Positive results were considered in
accordance with the recommendations of the European Society
of Contact Dermatitis.3 IDTs were performed with 10-fold
diluted and undiluted ICM, and readings were conducted after
20 minutes and on day 2. Intravenous administration was per-
formed 1 month later by using an alternative ICM that had
negative skin tests and was also selected in consultation with the
radiologist based on the ICM needed. The first dose injected was
0.5 mL. Two hours later, if no reaction occurred, then 2 mL was
injected. The entire dose was administered only for the radiologic
examination. All skin tests and intravenous administrations were
conducted in a dermatology hospital unit.
REPORT OF CASES
The cases are shown in Table I.

Case 1

A 45-year-old woman received iomeprol for a cerebral
computed tomography (CT) and iodixanol for a cerebral arte-
rial embolization the same day. Her main medical history
included allergic rhinitis, cigarette smoking, and migraine but
no known drug allergy. Three days later, she presented with
AGEP confirmed by skin biopsy (subcorneal pustulosis with
neutrophils infiltration). Among the tested drugs (iomeprol,
iodixanol, Depakine [Sanofi-Aventis] [valproic acid] and
Nimotop [Bayer Santé] [nimodipine], which also were sus-
pected based on chronology), only iodixanol patch and IDT
tests were positive. Intravenous administration of iomeprol was
tolerated without untoward effects. For this patient, intrave-
nous administration was made the day after negative skin tests
results because cerebral CT was urgently indicated.

Case 2
A 26-year-old woman received iomeprol for a cerebral CT for

headache. Her main medical history included asthma, tobacco
use, and migraine but no known drug allergy. The following day,
she developed AGEP, confirmed by skin biopsy. Results of patch
and IDT tests were positive for iomeprol. A moderate flexural
erythema was observed 6 hours after skin testing. Intravenous
administration of iodixanol was tolerated without untoward
effects.

Case 3
A 79-year-old woman received iobitridol for a fistulography.

Her main medical history included osteoarthritis, primary
amyloidosis, and tramadol-induced urticaria. Two days later, she
experienced AGEP, confirmed by skin biopsy. Patch and IDT
tests were positive for iobitridol. Intravenous administration of
iodixanol was tolerated without untoward effects.

Case 4

A 24-year-old man received iomeprol for a cerebral CT and
iodixanol for an arteriography the same day in the context of an
aneurysm rupture. He had no relevant medical history and no
known allergy. He presented with AGEP 24 hours later,
confirmed by skin biopsy. Patch and IDT test results were
positive for iodixanol. Intravenous administration of iobitridol
was tolerated without untoward effects.

DISCUSSION
We report 4 cases of AGEP after ICM administration. In these

cases, patch tests were always positive for the suspected ICM as
well as delayed IDT (10-fold diluted and undiluted). One patient
experienced a moderate relapse after skin testing. When
considering the risk of relapse with undiluted delayed IDTs, 10-
fold dilution should be considered, as recommended by the
European Network of Drug Allergy.2 Reintroduction was safe
with another ICM, which had negative skin test results. AGEP is
a rare skin eruption (1-5 patients per million per year), which
usually begins 24 to 48 hours after drug exposure, disseminates
quickly, and resolves, after discontinuation of the causative drug,
over a period of up to 15 days.4,5 There is a predominance in
women.4

Eleven cases of AGEP induced by ICM were found in the
literature.5-8 Two publications mentioned skin tests.2,9 Among
pustulosis induced by ICM recorded in the French Pharmaco-
vigilance Database, 22 cases of AGEP were found. Six of them
(including our 4 cases) were confirmed by skin tests. Skin testing
may be useful in confirming the association between severe
cutaneous adverse drug reaction, including AGEP, and the
culprit drugs. A recent multicenter study had positive patch tests
for 58% of patients with AGEP.9 In nonimmediate reactions
induced by ICM, both delayed IDT and patch tests are rec-
ommended to enhance test sensitivity.2 For tests conducted
within the time period from 2 to 6 months after the reaction, up
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to 47% positive skin tests have been reported for nonimmediate
reactions, for which cross reactivity was more common than for
immediate reactions.2 ICM should be added to the list of agents
that cause AGEP, and skin testing should be recommended to
identify the causative agent and to provide a safe alternative
ICM.
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