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Acute Localized Exanthematous 
Pustulosis Caused by Flurbiprofen
Nicola di Meo, MD; Giuseppe Stinco, MD; Pasquale Patrone, MD; Sara Trevisini, MD; Giusto Trevisan, MD 

PRACTICE POINTS
•  Acute localized exanthematous pustulosis is a form of a pustular drug eruption in which lesions 

are consistent with acute generalized exanthematous pustulosis but typically localized in a single area.
•  The medications most frequently responsible are antibiotics. Flurbiprofen, a propionic acid derivative, 

could be a rare causative agent of this disease.

To the Editor:
Acute generalized exanthematous pustulosis (AGEP) 
is an acute skin reaction that is characterized by gen-
eralized, nonfollicular, pinhead-sized, sterile pustules 
on an erythematous and edematous background. 
The eruption can be accompanied by fever and neu-
trophilic leukocytosis. Skin symptoms arise quickly 
(within a few hours), most commonly following drug 
administration. The medications most frequently 
responsible are beta-lactam antibiotics, macrolides, 
calcium channel blockers, and antimalarials. Pustules 
spontaneously resolve in 15 days and generalized 
desquamation occurs approximately 2 weeks later. The 
estimated incidence rate of AGEP is approximately 
1 to 5 cases per million per year. Acute localized 
exanthematous pustulosis (ALEP) is a less common 
form of AGEP. We report a case of ALEP localized 
on the face that was caused by flurbiprofen, 

a propionic acid derivative from the family of 
nonsteroidal anti-inflammatory drugs (NSAIDs). 

A 40-year-old woman was referred to the der-
matology department due to the sudden onset of 
multiple pustules on the face. One week earlier she 
started oral flurbiprofen (8.75 mg daily) for a sore 
throat. After 3 days of therapy, multiple pruritic, ery-
thematous and edematous lesions appeared abruptly 
on the face with associated multiple small nonfollic-
ular pustules. At presentation the patient was febrile 
(temperature, 38.2°C) and presented with bilateral 
ocular edema and superficial small nonfollicular 
pustules on an erythematous background over the 
face, scalp, and oral mucosa (Figure 1). The rest 
of the body was not involved. The patient denied 
prior adverse reactions to other drugs. The white 
blood cell count was 15,000/μL (reference range, 
4500–11,000/μL), with an increased neutrophil 
count (12,000/μL [reference range, 1800–7800/μL]). 
The erythrocyte sedimentation rate and C-reactive 
protein level was elevated (erythrocyte sedimenta-
tion rate, 53 mm/h [reference range, 0–20 mm/h]; 
C-reactive protein, 98 mg/dL [reference range, 
0–5 mg/dL]). Bacterial and fungal cultures of skin 
lesions were negative. The results of a viral poly-
merase chain reaction analysis proved the absence 
of varicella-zoster virus or herpes simplex virus. 
Histopathology of a skin biopsy specimen showed 
subcorneal pustules composed of neutrophils and 
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eosinophils, epidermal spongiosis, some necrotic 
keratinocytes, vacuolization of the basal layer, pap-
illary edema, and a perivascular neutrophil and 
lymphocyte infiltrate (Figure 2). A leukocytoclastic 
infiltrate within and around the walls of blood ves-
sels at the superficial level of the dermis and red 
cell extravasation in the epidermis was present. She 
discontinued use of flurbiprofen and was treated 
with a systemic corticosteroid (methylprednisolone  
0.5 mg/kg daily). The pustules rapidly resolved 
within 7 days after discontinuation of flurbiprofen 
and were followed by transient scaling and discrete 
residual hyperpigmentation.

Acute localized exanthematous pustulosis is a less 
common form of a pustular drug eruption in which 
lesions are consistent with AGEP but typically are 
localized to the face, neck, or chest. The definition 
of ALEP was introduced by Prange et al1 to describe 
a woman who was diagnosed with a localized pustular 
eruption on the face without a generalized distribu-
tion as in AGEP. In the past, this localized eruption 
was described under different names (eg, localized 
pustular eruption, localized toxin follicular pustulo-
derma, nongeneralized acute exanthematic pustu-
losis).2-5 According to a PubMed search of articles 
indexed for MEDLINE using the terms localized 
pustulosis, localized pustular eruption, and localized pus-
tuloderma, only 16 separate cases of ALEP have been 
documented since the report by Prange et al.1 The 
medications most frequently responsible are antibiot-
ics. Three cases developed following administration 
of amoxicillin2,5,6; 2 cases of amoxicillin–clavulanic 
acid7,8; 1 of penicillin1; 1 of azithromycin9; 1 of levo-
floxacin10; and 1 of combination of cephalosporin, 

sulfamethoxazole-trimethoprim, and vancomy-
cin.11 Other nonantibiotic causative drugs include 
sulfamethoxazole-trimethoprim,12 infliximab,13 
sorafenib,14 docetaxel,15 finasteride,16 ibuprofen,17 
and paracetamol.18 In reported cases, the lesions are 
consistent with the characteristics of AGEP both 
clinically and histopathologically but are localized 
typically to the face, neck, or chest. In the majority 
of patients with ALEP, the absence of fever has been 
observed, but it does not appear distinctive for diag-
nosis. Our patient represents another case of ALEP 
with flurbiprofen as the causative drug. The close 
relationship between the administration of the drug 
and the development of the pustules, the rapid acute 
resolution as soon as treatment was interrupted,  
and the histologic findings all supported the diagnosis 
of ALEP following administration of flurbiprofen. 
This NSAID—2-fluoro-α-methyl-(1,1'-biphenyl)- 
4-acetic acid—is a prostaglandin synthetase inhibi-
tor with anti-inflammatory activity. It is a propionic 
acid derivative that is similar to ibuprofen, which 
was once involved in the occurrence of ALEP.17 In 
2009, Rastogi et al17 reported a case of a 64-year-old 
woman with an acute outbreak of multiple pustular 
lesions and underlying erythema affecting the cheeks 
and chin without fever who had been taking ibupro-
fen for a toothache. The case is similar to ours and 
confirms that NSAIDs can induce ALEP. Compared 
with other NSAIDs, propionic acid derivatives are 
usually well tolerated and serious adverse reactions 
rarely have been documented.19

The physiopathologic mechanisms of ALEP  
are unknown but likely are similar to AGEP. The 
demonstration of drug-specific positive patch test 

Figure 1. Multiple pruritic, erythematous and edematous 
lesions with multiple small nonfollicular pustules local-
ized over the face.

Figure 2. Subcorneal neutrophilic pustules with eosino-
phils (H&E, original magnification ×25).
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responses and in vitro lymphocyte proliferative 
responses in patients with a history of AGEP strongly 
suggests that this adverse cutaneous reaction occurs 
via a drug-specific T cell–mediated process.20

Further study is needed to understand the etio-
pathogenesis of the localized form of the disease and 
to facilitate a correct diagnosis of this rare disorder. 
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