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Acute generalized exanthematous pustulosis induced

by iomeprol with cross-reactivity to other iodinated contrast
agents and mild reactions after rechallenge with iopromide
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Hypersensitivity reactions to iodinated contrast media (ICM) are rare
and occur within 1 hour after infusion, but also up to 7 days later.?
Delayed reactions may be under-reported, because they may appear
after patient discharge.? Reactions are usually mild to moderate, but
more severe cases, including generalized acute generalized exanthema-
tous pustulosis (AGEP), have been reported.®* Patch testing helps in
identifying the culprit drug in AGEP,”> and may help in choosing an
alternative therapy when a new radiological examination involving ICM

infusion is required.®

CASE REPORT

An 88-year-old patient underwent three radiological examinations

requiring intravenous infusion of iomeprol within a few days for

preoperative assessment of aortic stenosis and ischaemic heart dis-
ease. Prior medication included furosemide, paracetamol, and simva-
statin, all of which were taken for >1 year. At 24 hours after the third
injection, the patient was admitted for acute exanthema, with a tem-
perature of 39.9°C (Figure 1A). Numerous pustules were present on
the face (Figure 1B), axillary folds, and trunk. Blood tests showed leu-
kocytosis, at 21 g/L, with polymorphonuclear cells at 19 g/L. A skin
biopsy showed an intraepidermal pustule with numerous polymorpho-
nuclear cells.

Patch testing was performed 6 months after the occurrence of
AGEP. Tests with ioxitalamate (++), iohexol (+++), iomeprol (+++), iobi-
tridol (++), iopamidol (++), ioversol (+++), iodixanol (+++) and iopro-

mide (+) gave positive reactions. A test with amidotrizoate gave a
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negative result. Furosemide, paracetamol and simvastatin were not
tested.

The attending physicians decided on coronary stenting and endo-
vascular valvuloplasty, including ICM administration of iopromide and
a 1 mg/kg dose of oral prednisone starting the day before and ending
4 days after the procedure. An erythematous rash of moderate inten-

sity occurred within 1 day, with no pustules or fever.

DISCUSSION

This case represents definite AGEP with maximum score of 12 accord-
ing to criteria published in 2001 by Sidoroff et al.” Patch testing
showed a strong cutaneous reaction to the culprit ICM but also cross-
reactivity with many other ICM agents, except for amidotrizoate,
which is used as contrast medium in the urinary tract. There are four
different chemical subgroups of ICM: ionic monomers (amidotrizoate,
ioxithalamate, and iodamide), ionic dimers (ioxaglate), non-ionic mono-
mers (iohexol, iomeprol, iobitridol, iopamidol, ioversol, iopromide, and
iopentol), and non-ionic dimers (iodixanol and iotrolan). The following
ICM agents have been reported to induce AGEP: iohexol, iopamidol,
jodixanol, ioversol, iobitridol, iopromide, and iomeprol.* Eight of
16 reported cases were patch tested, and seven had positive reac-
tions.® This is a high proportion as compared with other delayed reac-

tions induced by ICM.2 Multiple cross-reactivity, as seen in our

FIGURE 1

(A), Diffuse acute exanthematous rash in an 88-year-old man
undergoing radiological preoperative assessment of a tight aortic stenosis
and ischaemic heart disease. (B), Numerous pustules on the cheek

RMATITIS

patient and in other series,®%1°

is challenging. Three groups of ICM
agents have been identified as frequently showing cross-reactivity, but
cross-reactions among ICM agents do not follow the current chemical
classification.!? In our case, the only negative test result was with an
agent not used for coronary artery imaging. However, the patient needed
coronary stenting and valvuloplasty, thus requiring further coronarogra-
phy. For this purpose, iopromide was chosen, because patch testing
showed a moderate reaction (+) and because of its low osmolarity. How-
ever, iopromide and iomeprol share a close chemical structure, and cross-
reactivity with iomeprol has been reported in only one patient with
jopromide-induced AGEP.}? The use of different classes of contrast
agents lacks consensus,® but monomeric agents with low osmolarity
should probably be preferred.* Moreover, the intensity of the patch test
reaction cannot predict the severity of a new episode of AGEP. There-
fore, we anticipated a new occurrence of AGEP after coronarography
with iopromide, so we administered a 5-day course of oral predni-
sone. This treatment allowed for a safe cardiological procedure with
a moderate skin rash and no fever and no pustules. Because of the
rarity of the reported cases, the use of corticosteroid premedication
is not validated, and there is no evidence that systemic corticoste-
roids are superior to topical corticosteroids for treatment of the dis-
ease once it has occurred.*®

In conclusion, patch testing in AGEP patients enables identifi-
cation of the culprit ICM among several suspects and also alterna-
tive ICM agents. In our case, we had to choose iopromide because
the patient was positive for all ICM agents available for coronaro-
graphy. However, because of the corticosteroid treatment, the
patient had only a mild reaction.
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