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Abstract— Acute Generalized Exanthematous Pustulosis (AGEP) is a rare severe cutaneous adverse 

reaction mainly caused by drugs. It is characterized by an acute pustular eruption over the body along 

with fever and leukocytosis. It has been known to resolve spontaneously over a period of 2-3 weeks 

without long term sequelae. However it is of utmost importance for the physicians to clinically identify 

this condition as to prevent unwanted extensive management. Mefenamic acid is a non-steroidal anti-

inflammatory drug (NSAIDs) prescribed over the counter for pain relief. A sixteen year old boy is 

reported here who developed AGEP after taking mefenamic acid for fever and joint pain. It was 

diagnosed with the help of history, clinicopathological correlation, AGEP validation score and recovery 

on withdrawal of the drug. To the best of our knowledge this is the first case report of mefenamic acid 

causing AGEP in the literature. 
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I. INTRODUCTION 

Acute Generalized Exanthematous Pustulosis (AGEP) is an immune-mediated severe cutaneous adverse 

reaction characterized by an acute eruption of sterile non-follicular pinpoint pustules over an 

erythematous background having predilection of flexural sites such as neck, axilla and inguinal areas. It 

was first described by Baker and Ryan in 1968 amongst the patients of pustular psoriasis.
1
 The term 

AGEP was given by Beylot in 1980.
2
 The incidence of AGEP is estimated to be 1-5 per million per 

year.
3
 In more than 90% cases, drugs are the etiological agents and others are viral infections, insect 

bites, herbal medicines, mercury ingestion etc.
4
  

The most commonly implicated drugs include antibiotics (aminopenicillins, macrolides, sulphonamides, 

fluoroquinolones), anti-malarials like chloroquine and hydroxychloroquine, anti-fungals like terbinafine, 

diltiazem etc. Roujeau et al
 5

 and Sidoroff et al
 6

 in their studies distinguished AGEP from pustular 

psoriasis and focused mainly on the drugs as etiological agents. A sixteen year old boy is reported here 

who developed AGEP after taking mefenamic acid for fever and joint pain.
 

II. METHODOLOGY 

A boy presented with fever, sore throat, headache, arthralgia along with diffuse erythema and non-

follicular minute pustules over neck and upper trunk for the past 4 days at the Skin OPD at SMS 

hospital, Jaipur (Rajasthan) India. After examination and investigations this case was came out of a rare 

case of Acute Generalized Exanthematous Pustulosis (AGEP). So case was studied in detailed and case 

report was prepared. 
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III. RESULTS  

A sixteen year old male boy presented to the Skin OPD at SMS hospital, Jaipur with fever, sore throat, 

headache, arthralgia along with diffuse erythema and non-follicular minute pustules over neck and 

upper trunk for the past 4 days. He had a history of intake of mefenamic acid 100 mg one tablet 4 days 

back for fever and headache. Then next day, he had redness, burning sensation and itching followed by 

development of numerous minute pinpoint pustules of size less than 5 mm over neck and upper trunk 

within few hours. There was no past, personal or family history suggestive of psoriasis. 

On examination, he was febrile with a temperature of 38.4 degree Celsius along with facial edema and 

bilateral non-tender inguinal lymphadenopathy. Other systemic examination was unremarkable except 

for decreased mobility of joints due to arthralgia. On dermatological examination, numerous non-

folllicular, discrete as well as coalescing pustules of almost pinhead size were present over neck and 

upper trunk (Figure 1). Examination of mucosa, hair, nails, palms and soles did not reveal any 

abnormality. Nikolsky’s sign was negative. 

Figure 1 

Multiple pinpoint non-follicular pustules over neck and upper trunk 

 

His blood tests showed neutrophilia, eosinophilia and lymphocytopenia, raised erythrocyte 

sedimentation rate (50 mm at 1
st
 hour), serum calcium (8.4 mg/dl), aspartate transaminase (44 IU/L) and 

elevated C-reactive protein. Other blood parameters were within normal limits. He was subjected to 

investigations to rule out common infective causes of fever (malaria, typhoid, dengue, chikungunya). He 

tested positive for chikungunya by IgM antibody serology. Ultrasound abdomen was insignificant. Pus 

culture and sensitivity from pustules was sterile. Histopathology of the skin biopsy specimen revealed 

spongiosis, intraepidermal and subcorneal neutrophilic infiltrate along with perivascular mixed 

inflammatory infiltrate in the dermis consistent with the diagnosis of AGEP (figure 2).  
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Figure 2 
Epidermis showed spongiosis, intraepidermal and subcorneal neutrophilic infiltrate along with 

perivascular mixed inflammatory infiltrate in the dermis (H & E stain, 40 x magnifications)

 

The AGEP score of the patient was calculated to be 10 where 1-4 score denotes possible AGEP, 5-7 

score denotes probable AGEP and 8-12 score denotes definite AGEP according to EuroSCAR study 

group.
 6

  

Patient was withheld from mefenamic acid. For severe arthralgia he was prescribed tramadol as 

required. For skin lesions he was prescribed topical steroids and emollients. After 7 days he got relief 

from fever and his skin lesions started to resolve. In 3 weeks all his skin lesions cleared spontaneously. 

On the basis of history, clinical features, histopathology and AGEP validation score of 10 (EuroSCAR 

study group)
 
in this patient, a final diagnosis of AGEP due to mefenamic acid was made. 

IV. DISCUSSION 

AGEP is one of the severe cutaneous adverse reaction (SCAR) syndromes which are mainly caused by 

drugs. It also includes drug reaction with eosinophilia and systemic symptoms (DRESS), drug-induced 

generalized exfoliative dermatitis and Stevens-Johnson syndrome/toxic epidermal necrolysis (SJS-

TEN). AGEP presents with an acute episode of pustular skin eruption along with fever and mild 

systemic derangement which resolves spontaneously without complications. It is believed to be a T-cell 

mediated phenomenon wherein the drug metabolites elicit a drug-specific CD4+ and CD8+ T-cell 

activation and release of neutrophil-attracting factors such as chemokines IL-8, CXCL-8
 7

. This leads to 

accumulation of neutrophils in already oedematous skin creating pustules.  

The management generally aims at withdrawal of offending drugs and application of topical steroids in 

mild cases and oral steroids in case of extensive involvement with systemic derangement. It is generally 

associated with better prognosis as compared to other SCAR syndromes and full recovery is expected. 

Mefenamic acid is an anthranilic acid derivative belonging to the group of non-steroidal anti-

inflammatory drugs (NSAIDS) that inhibits prostaglandin synthesis. It is mainly used for relief of pain 

in dysmenorrhoea, menorrhagia and musculoskeletal pain. It has been known to induce fixed drug 
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eruptions (FDE), Bullous pemphigoid, Stevens - Johnson syndrome and linear IgA dermatosis
 
as 

dermatological side effects.
8
  

On the other hand, there have been reports of mucocutaneous manifestations associated with 

chikungunya fever. Viral exanthem as generalized maculopapular eruption, oral apthae and apthae like 

ulcers in the intertriginous areas, pigmentary changes mainly over the face are the most common 

manifestations.
9
 Vesico-bullous lesions may be seen in chikungunya but never pustules. In present case 

the presentation did not fit into the mucocutaneous manifestation of chikungunya fever.  There have 

been previous case reports of NSAIDS causing AGEP mainly by Acetylsalicylic acid
 4

, Piroxicam
 10

 and 

Ibuprofen
 
causing acute localized exanthematous pustulosis (ALEP).

11
 However to the best of our 

knowledge, this is the first case of mefenamic acid causing AGEP and hence reported. 

V. CONCLUSION 

AGEP should be included in the differential diagnosis of patient presenting with pustular skin lesion 

and history of NSAID intake including mefanamic acid. Clear drug history should be taken as 

unreported drugs may also cause AGEP. 
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