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Acute generalized exanthematous pustulosis (AGEP) is an exceedingly uncommon exanthematous condition caused 
primarily by drugs and characterized by widespread, numerous, tiny, non-follicular, sterile, and superficial pustules throughout 
the entire body.1 This condition has spontaneous recovery in a short period following medication withdrawal.2 We report the 
first case of AGEP caused by the use of iohexol following coronary angiography (CA).

A 58-year-old woman presented to our clinic with symptoms of exertional dyspnea and intermittent claudication. The 
patient had diabetes and hypertension, for which she was taking carvedilol (12.5 mg per day), losartan (50 mg per day), and 
subcutaneous insulin. Both of the patient’s distal lower extremity pulses were weak on physical examination. Her laboratory 
results were unremarkable. Transthoracic echocardiography revealed a decreased left ejection fraction of 40% with global 
hypokinesia. She had no history of coronary or peripheral angiography. Thus, CA and peripheral angiography were scheduled. 
The peripheral angiography demonstrated that both lower limbs were fully occluded distal to the popliteal arteries, with poor 
distal collateral filling. In addition, diffuse critical coronary artery stenosis was noted on CA. A 120 mL contrast medium 
containing 350 mg/mL iohexol was utilized throughout the procedure. The patient had no history of contrast media exposure. 
The procedure was completed without complications. The patient was discharged, and peripheral angioplasty was planned 
for the following week. She presented to the emergency clinic a day after the procedure with a fever, extensive erythema, 
and itching (Figure 1. A, B & C). Her vital signs were stable except for a 38.2 °C fever. On physical examination, there were 
non-follicular pustular lesions all over the body, particularly on the limbs, around the umbilicus, and the face. Laboratory 
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tests indicated leukocytosis and a C-reactive protein (CRP) 
level of 250 mg/L. Eosinophilia could not be detected in 
blood tests. Coagulation parameters and serological tests 
were both normal. An experienced dermatologist examined 
the patient and performed a punch biopsy to confirm AGEP. 
Subcorneal pustulation, intraepidermal neutrophils, epithelial 
disintegration, spongiosis around the pustule, and a mixed 
leukocyte response apparent around the vascular structures 
in the superficial dermis were identified. There was no 
eosinophilia in the histopathological examination (Figure 
1. D). The AGEP validation score of the EuroSCAR study 
group was 7. The patient’s Naranjo score was +7, indicating 
the probability that the adverse drug reaction experienced 
was secondary to the administered medication. The diagnosis 
of AGEP caused by iohexol usage was confirmed. The skin 
lesions healed quickly over the next week, and she was 
discharged uneventfully.

Contrast-related dermatologic reactions can occur 
following the administration of various contrast agents 

during medical imaging procedures. These reactions may 
manifest as mild skin irritations or more severe dermatologic 
conditions. The incidence and timing of these reactions can 
vary depending on the specific contrast agent used. Iodinated 
contrast agents are commonly used in computed tomography 
scans and angiographic procedures. These reactions are 
typically categorized into 2 types: immediate reactions 
and delayed reactions.  Immediate reactions occur within 
minutes to hours after contrast administration.3 Symptoms 
may include urticaria (hives), pruritus (itching), erythema 
(redness), and angioedema (swelling).4 These reactions are 
usually mild and self-limiting. The incidence of immediate 
skin reactions due to iodinated contrast media is between 
1.15 and 0.12%.3 Delayed reactions are less common and 
occur several hours to days after contrast exposure.3 They 
may present as a maculopapular rash (small, raised bumps), 
erythema multiforme (target-like skin lesions), or fixed drug 
eruption (recurring rash at the same site).5 The incidence 
of delayed reactions was between 10.1 and 0.03%.3 These 

Figure 1. A) Erythema, exfoliation, and non-follicular pustular lesion on the leg
B) Erythema, exfoliation, and non-follicular pustular lesion around the umbilicus
C) Erythema, exfoliation, and non-follicular pustular lesions on the face
D) The histopathological examination shows subcorneal pustulation, intraepidermal neutrophils, epithelial disintegration, spongiosis around the pustule, and 
a mixed leukocyte response around the vascular structures in the superficial dermis.

Şahhan Kılıç et al. 



The Journal of Tehran University Heart Center 153

J Teh Univ Heart Ctr 18 (2) http://jthc.tums.ac.irApril, 2023

TEHRAN HEART CENTER

reactions are also typically mild and resolve without 
intervention.

The definitive diagnosis of AGEP is made by both clinical 
and pathological findings. High neutrophil count and CRP 
values are observed in most cases. AGEP is a kind of 
delayed hypersensitivity characterized by the activation of 
CD4 and CD8 T cells. The EuroSCAR study group, a widely 
accepted scoring system, has offered several diagnostic 
criteria to confirm AGEP.6 The Naranjo score suggests a 
significant relationship between the drug and the adverse 
event, emphasizing the need for further investigation and 
the potential reconsideration of the medication used.7 Most 
cases can be easily excluded, but some may be challenging 
to diagnose, particularly when trying to distinguish 
between AGEP and generalized pustular psoriasis.8 In a 
previous study, although internal organs were not involved, 
a 5% mortality rate was reported as a result of secondary 
infections.9 There is no specific treatment for the disease, 
and spontaneous recovery is observed with the elimination 
of the underlying cause, as shown in our case.2

 In our case, we emphasize that AGEP should be considered 
in the etiology of a rare dermatological reaction after iohexol 
use as the possible side effect.
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