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ABSTRACT

Acute generalized exanthematous pustulosis is an uncommon cutaneous reaction characterized by sudden 
onset of generalized non-follicular aseptic pustules. It is most often secondary to drugs but causes as varied 
from viral infection to insect bites are reported. A case report of a 48-year-old male who developed pustular 
eruptions after taking acetylsalicylic acid is reported here. Clinicians need to be aware of this entity when 
dealing with pustular rash as this rare side effect of a very common drug is both, easy to miss and easy to manage.
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INTRODUCTION

Acute generalized exanthematous pustulosis 
(AGEP) is a cutaneous reaction characterized by 
sudden onset of numerous non-follicular aseptic 
pustules that usually begin in intertriginous regions 
and rapidly progress with widespread erythema.

Historically classified as pustular psoriasis until 
1968, when Baker and Ryan described five cases 
of pustular psoriasis with no history of psoriasis 
in which the episode of pustular eruption was 
acute and quickly resolved.[1] In 1980, Beylot 
et al. coined the term pustuloses exanthématique 
aiguës généralisés in French, which translates in 
English to AGEP.[2] 

It is most often secondary to drugs but causes 
as varied from viral infection to insect bites are 
reported. Although drugs are the most common 
cause, an over-the-counter (OTC) drug like 
acetylsalicylic acid (ASA) is a rare cause, with 
one case found in literature and a case is reported 
here.[3]

CASE REPORT

A 48-year-old male patient, with no known 
comorbidities, presented with complains of 
mildly itchy rash with fever of two-day duration. 
The rash started from neck and progressed over 

two days to involve entire trunk and proximal 
extremities [Figure 1]. He gave history of taking 
a tablet of ASA for headache, few hours before 
development of the rash and fever. He had taken 
the same drug earlier innumerable times in last 15 
years, without any side effects; however, it was 
a 325 mg tablet this time. There was no history 
of any other drug intake, previous drug allergy, 
or insect bite. There was no family or personal 
history of Psoriasis.

Examination revealed numerous pinhead-sized 
pustules extensively distributed over upper 
arms, neck, trunk, and upper thighs over an 
erythematous background [Figure 2]. The 
mucous membranes, scalp, palms, and soles 
were spared. Nails and hair were normal.
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Figure 1: Pinhead sized pustules over neck, shoulder, 
and upper trunk
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His Hb was 14.4 g%; TLC, 10 200/mm3; DLC - N 78, L 18, M 
02, E 02; Platelet count, 244 000/mm3; and ESR, 30 mm/hr. 
Liver function tests and urinalysis were within normal limits. 
No organisms were seen on Gram’s stain or isolated on 
culture of the pustules. Histopathological examination showed 
subcorneal pustules, a mixed neutrophil-rich interstitial and 
mid-dermal infiltrate. Tortuous and dilated blood vessels were 
absent [Figure 3]. The Naranjo Score was 5, which suggested 
a probable causal association for ASA in this case. The 
clinicopathological correlation ruled out Pustular Psoriasis, the 
most common differential diagnosis, in favor of AGEP. He was 
managed with tapering doses of oral steroids. He responded 
well and all lesions resolved within 10 days [Figure 4].

DISCUSSION

The use of ASA-like substances in medicine can be traced 
back to Hippocrates in 400BC, who advocated the use of willow 
bark extract to relieve the pain of childbirth.[4] ASA is a common 

analgesic used in the treatment of mild to moderate pain. It 
has anti-inflammatory and antipyretic properties and acts as 
an inhibitor of cyclo-oxygenase which results in the inhibition 
of the biosynthesis of prostaglandins. ASA also inhibits platelet 
aggregation and this property is the basis of its use in the 
prevention of arterial and venous thrombosis.

Despite being a common over the counter drug, ASA has its fair 
share of adverse drug reactions (ADRs).[5] Although most are 
very mild to be of much concern, rare severe ADRs which are 
mostly on long-term therapeutic consumption also occur, such 
as the occurrence of gastrointestinal ulcerations, nephrotoxicity, 
hepatotoxicity, and even renal cell cancer.[6] 

Cutaneous drug reactions occur with a frequency of 1% to 8% 
and can be higher for certain classes of drugs.[7] The problem 
of ADRs is compounded by the fact that even rampantly used 
OTC drugs can lead to severe ADRs.

ADRs can range from mild morbilliform eruptions to more 
severe forms such as drug hypersensitivity syndrome, toxic 
epidermal necrolysis, anaphylaxis, and AGEP.

In 1980, Beylot et al.  introduced the term “pustuloses 
exanthematiques aigues generalizes” which was reported in 

Figure 2: Pustules over an erythematous background

Figure 3: Subcorneal pustule in H & E section at 40x Figure 4: Pustules resolved with exfoliation
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English literature as AGEP.[2] In 1991, Roujeau et al. described 
AGEP as an acute pustular dermatosis distinct from pustular 
psoriasis and stressed systemic drugs as its main cause. 

Most cases of AGEP (90%) have been described in association 
with the intake of drugs, in particular antibacterial agents such 
as Aminopenicillins and Macrolides.[8] In a few cases, the 
etiology of AGEP appears to be a viral infection, ingestion of 
chromium picolinate, lacquer chicken, or a hypersensitivity 
reaction to mercury.[9]

The etiopathogenesis of AGEP is still obscure. Although initially 
it was considered a type III hypersensitivity reaction, today most 
believe it to be a type IV delayed hypersensitivity reaction.[9] 
Positive skin patch test results and short time between introduction 
of the drug and onset of the eruption support this hypothesis.

Britschgi et al.[10] suggested a T-cell-mediated mechanism 
wherein the drug presentation elicits a drug-specific CD4+ AND 
CD8+ T cell activation and release of neutrophil-attracting factors 
such as chemokine CXCL8, IL-4, IL-5, resulting in neutrophilic 
and eosinophilic rich inflammation. The granulocyte-macrophage 
colony-stimulating factor and interferon” are also secreted 
because of T-cell activation.[10,11] This was supported by positive 
patch tests and lymphocyte transformation tests.[11] The release 
of inflammatory cytokines such as interferon ” may stimulate 
keratinocytes to secrete IL-8 and other factors. The cytotoxic 
T cells are involved in local tissue destruction and neutrophils 
create the sterile pustules.[11,12]

The diagnosis is mostly with clinicopathological correlation as 
there is no single definitive and confirmatory diagnostic test for 
AGEP. The first step in management of AGEP like any other 
drug reaction is to discontinue the offending drug. Although the 
condition is mostly self limiting, still topical as well as oral and 
injectable steroids are often prescribed.[1]

Clinicians need to be aware of this entity when dealing with 
pustular rash as this rare side effect of a very common drug is 
both, easy to miss and easy to manage.
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