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Acute Generalized Exanthematous 
Pustulosis Induced 

by Hydroxychloroquine

Abstract 
Acute Generalized Exanthematous Pustulosis (AGEP) is a rare and severe 
cutaneous reaction whose etiology is most often drugs. Spontaneous 
resolution is observed in most patients. Hydroxychloroquine is an 
uncommon cause of AGEP. A 54-year-old female patient presented with 
severe AGEP due to hydroxychloroquine treatment prescribed for a primary 
Sjogren's syndrom. 
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Background
Acute Generalized Examthematous Pustulosis (AGEP) is an usual 
cutaneous side effect. It has been reported to occur in antibiotics 
[1], mainly β-lactams and macrolides.

Clinically AGEP is characterized by a large areas of eythema with 
sterile pustules, body temperature over 38ºC and neutrophilia 
(>5,000/mL).

The cessation of the causative drug is usually associated with a 
spontaneous resotution within 15 days in most of cases [2].

Case report
A 54-year-old woman was admitted to our department with an 
acute widespread pruritic pustular rash and high fever for the 
last 7 days. She reported that this started 1 month after the 
beginning of HCQ 200 mg twice daily prescribed for a diagnosis 
of Sjogren's syndrome associated with pulmonary fibrosis. 
She reported no psoriasis or eczema in her personal andfamily 
history. On examination, Her temperature was 40°C. She had 
facial edema with erythema; multiple pustules on large areas 
of edematous and erythematous plaques on her lower limbs 
(Figures 1 and 2). Oral and genital mucosae were normal. 
Laboratory examination showed white blood cell count at 15,000 
elements per mm3 predominantly neutrophils (90%) and CRP at 
20 mg / land an erythrocyte sedimentation rate of 120 mm/h. 
Other biological parameters were normal. Skin biopsy showed 
necrotic keratinocytes and subcorneal and intradermal pustules 
associated with edema, and perivascular neutrophil  and few 
eosinophils infiltrate. The histopathological examination did 
not show no signs of  psoriasis or eczeima. The patch test with 

Hydroxychloroquine practiced in pharmacovigilance department 
was positive. The EuroSCAR group score was at 4: Severe Adverse 
Drug Reaction. The diagnosis of  HCQ induced AGEP was then 
retained. HCQ was immediately withdrawn on admission, 
and supportive treatment including oral antihistamine, local 
care and paracetamol were administered. On the 7th day of 
hospitalization, body temperature returned to normal, pustules 
began to desquamate, erythema and edema subsided, and 
targetoid lesions partially improved. 

Discussion
The drug is a drug eruption PAEG in over 90% of cases, with a 
predominant involvement of antibiotics, including β lactams and 
macrolides. Hydroxychloroquine is rarely involved [3]. 

In this case, accountability of HCQ is retained because of the 
positivity of HCQ test patch and the favorable evolution after 
treatment cessation. HCQ causes both Pustular Psoriasis (PP) 
and AGEP. The absence of history of psoriasis and the suggestive 
histopathologic aspect helped us exclude PP as a differential 
diagnosis.

The latent period of HCQ-induced AGEP is longer than that 
of antibiotics-induced AGEP, which are 12∼30 days and 1 day, 
respectively [4].  The drug' characteristics or the immunologic 
dysregulation associated with the causative disease may explain 
this difference. 

Conclusion
Our case illustrates a rare side effect of hydroxychloroquine 
inciting regular monitoring of patients.
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Facial edema with erythema and pustules.Figure 1

Large areas of edematous and erythematous 
plaques on the patient's lower limbs with some 
targetoid lesions.

Figure 2
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